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(57) Abstract 

In accordance with the present invention, theixj is provided a novel class of sulfonamide compounds. Compounds of Uie invention 
contain a core sulfonamide group. Variable moieties connected to the sulfur atom and nitrogen atom of the sulfonamide group include 
substituted or unsubstituied hydrocarbyl moieties, substituted or unsubstituted heterocycie moieties, polycyclic moieties, halogen, alkoxy, 
ether, ester, amide, sulfonyl, sulfonamidyl, sulfide, caibamate, and tlie like. Invention compounds arc capable of a wide variety of uses! 
For example sulfonamide compounds can act to modulate production of amyloid 0 protein and arc useful in the prcvention or treatment 
of a variety of diseases. PhaiTnaceutical compositions containing invention compounds arc also provided. Such compositions have wide 
utility for Uie prevention or treatment of a variety of diseases. 
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NOVEL SULFONAMIDE COMPOUNDS AND USES THEREOF 
FIELD OF INVENTION 

5 The present invention relates to novel compounds which contain a sulfonamide moiety, and 

pharmaceutical compositions containing invention compounds. In addition, the present invention 
relates to therapeutic methods for the treatment and prevention of various disease conditions, especially 
Alzheimer's disease and other diseases relating to the deposition of amyloid. 

BACKGROUND OF TRF I NVENTION 

Alzheimer's disease (AD) is a progressive, neurodegenerative disease characterized by memory 
loss, language deterioration, impaired visuospatial skills, poor judgment, and indifferent attitude. It is 
the most common form of dementia, affecting nearly 50% of the elderly population over 85 years of 
age. There is currently no effective treatment to prevent the disease. 

One of the major histopathological hallmarks of Alzheimer's disease is senile plaques which 
15 are found only in the brain, and especially in regions associated with memory, reasoning and cognition. 
The major constituent of senile plaques is amyloid p protein, an insoluble 40-42 amino acid 
polypeptide. Amyloid p protein is normally found in the plasma and cerebrospinal fluid of healthy 
individuals although its function is unknown. In the disease state increased production and/or reduced 
removal of amyloid p protein results in increases in protein levels in plasma and cerebrospinal fluid and 
20 accumulation of the protein in the brain. 

Amyloid p protein is derived from amyloid precursor protein (APP) by proteolytic cleavage. 
Processing of APP to amyloid P protein and other APP cleavage fragments is governed by a group of 
enzymes termed secretases. One type of secretase, y-secrctase, is responsible for the protein cleavage 
that gives rise to amyloid p protein. Although the existence of a protein having the activity of y- 
25 secretase has been suggested, neither the gene encoding the protein, nor the protein itself has been 
completely isolated and characterized. 

Thus, there is a continuing need in the art for compounds that can specifically inhibit 
proteolytic cleavage of APP, thereby inhibiting amyloid p protein production. The present invention 
meets this and related needs by providing a family of novel compounds and related methods of use. 
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BRIEF DESCRIPTION OF THE INVENTION 



In accordance with the present invention, we have discovered a class of sulfonamide 
compounds that inhibit amyloid p protein production. Compounds of the invention contain a core 
sulfonamide group. Variable moieties are connected to the sulfur atom and nitrogen atom of the 
5 sulfonamide group and include substituted or unsubstituted hydrocarbyl moieties, substituted or 
unsubstituted heterocyclic moieties, polycyclic moieties, halogen, alkoxy, ether, ester, amide, sulfonyl, 
sulfonamidyl, sulfide, and carbamate. 

Invention compounds are capable of a wide variety of uses. For example, invention 
sulfonamide compounds can act to modulate amyloid P protein and are useful in the prevention and/or 

10 treatment of a variety of diseases. Without wishing to be bound by any theory, invention compounds 
are believed to act by blocking the proteolytic processing pathways that result in the formation of 
amyloid p proteins. Invention compounds are believed to act by inhibiting proteolytic cleavage of 
amyloid precursor protein (AFP), the large precursor protein from which amyloid P protein is derived. 
Therapeutic indications for compounds with this inhibitory activity include disorders of the central 

15 nervous system in which amyloid P protein accumulates in the cerebral extracellular perivascular space, 
such as Alzheimer's disease. Pharmaceutical compositions containing invention compounds also have 
wide utility. 



DETAILED DESCRIPTION OF THE INVENTION 



In accordance with the present invention, there are provided compounds having the structure: 



\ / 
C 




20 



and pharmaceutically acceptable salts thereof, wherein: 



D is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, halogen, alkoxyl, ester, amide, or 



D and G, taken together, form a substituted or unsubstituted cyclic moiety; and 



25 



E, is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, alkoxyl, amide, sulfonyl, 
sulfonamidyl, sulfide or alkoxyl; or 
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E and J, taken together, form a substituted or unsubstituted cyclic moiety; and 

G, when not part of a cycHc moiety including D, is substituted or unsubstituted hydrocarbyl, 
substituted or unsubstituted heterocycle optionally having one or more double bonds, amine, amide, 
ester, ether or carbamate; and 

5 J, when not part of a cyclic moiety including E, is substituted or unsubstituted hydrocarbyl, 

heterocycle optionally having one or more double bonds. 

As employed herein, "hydrocarbyl" refers to straight chain, branched chain and cyclic (Le., ring- 
containing) monovalent and bivalent radicals derived from saturated or unsaturated moieties containing 
only carbon and hydrogen atoms. Straight and branched chain radicals have in the range of about 1 up 
10 to 12 carbon atoms and cyclic hydrocarbyl radicals have in the range of about 3 up to about 20 carbon 
atoms. The term "substituted hydrocarbyl" refers to hydrocarbyl moieties further bearing substituents 
as set forth below. 

Exemplary straight or branched chain hydrocarbyl moieties include alkyl moieties, alkenyl 
moieties, polyalkenyl (e.g., dialkenyl moieties, and trialkenyl moieties), alkynyl moieties, alkadiynal 
1 5 moieties, alkatriynal moieties, alkenyne moieties, alkadienyne moieties, alkenediyne moieties, and the 
like. 

Exemplary cyclic hydrocarbyl moieties include cycloalkyl moieties, cycloalkenyl moieties, 
cycloalkadienyl moieties, cycloalkatrienyl moieties, cycloalkynyl moieties, cycloalkadiynyl moieties, 
aromatic moieties, spiro hydrocarbon moieties wherein two rings are joined by a single atom which is 

20 the only conunon member of the two rings {e.g., spiro[3.4]octanyl, and the like), bicyclic hydrocarbon 
moieties wherein two rings are joined and have at least two atoms in common (e.g., bicyclo 
[3.2.1]octane, bicyclo [2.2.1]hept-2-ene, and the like), ring assemblies wherein two or more cyclic 
systems {i.e., single rings or fused systems) are directly joined to each other by single or double bonds, 
and the number of such ring junctions is one less than the number of cyclic systems involved {e.g.j 

25 biphenylyl, biphenylylene, radicals of />-terphenyl, cyclohexylbenzyl, and the like), polycyclic moieties, 
and the like; 

"alkyl" refers to straight or branched chain alkyl radicals having in the range of about 1 up to 12 
carbon atoms; "substituted alkyl" refers to alkyl radicals flirther bearing one or more substituents such as 
cycloalkyl, cycloalkenyl, aryl, heterocycle optionally having one or more double bonds, halogen, alkoxy, 
30 cyano, cyanomethyl, nitro, amino, amide, amidine, hydroxy, carboxyl, carbamate, ether, ester, sulfonyl, 
sulfonamide, mercapto, and the like; "lower alkyl" refers to alkyl radicals having in the range of about 1 up 
to 6 carbon atoms; "substituted lower alkyl" refers to lower alkyl radicals further bearing one or more 
substituents as set forth above; 



BNSDOCIO: <WO_0050391A1_L> 



wo 00/50391 




PCTAJSOO/04560 



"alkenyl" refers to straight or branched chain hydrocarbyl radicals having at least one carbon- 
carbon double bond, and having in the range of about 2 up to 12 carbon atoms, and "substituted alkenyl" 
refers to alkenyl radicals further bearing one or more substituents as set forth above; "lower alkenyl" refers 
to alkenyl radicals having in the range of about 2 up to 6 carbon atoms; "substituted lower alkenyl*' refers 
5 to lower alkenyl radicals further bearing one or more substituents as set forth above; 

"alkynyl" refers to straight or branched chain hydrocarbyl radicals having at least one carbon- 
carbon triple bond, and having in the range of about 2 up to 12 carbon atoms, and "substituted alkynyl" 
refers to alkynyl radicals further bearing one or more substituents as set forth above; 

"cycloalkyl" refers to ring-containing radicals containing in the range of about 3 up to 20 carbon 
1 0 atoms, and "substituted cycloallQrl" refers to cycloalkyl radicals further bearing one or more substituents as 
set forth above; 

"cycloalkenyl" refers to ring-containing radicals having at least one carbon-carbon double bond in 
the ring, and having in the range of about 3 up to 20 carbon atoms, and "substituted cycloalkenyl" refers to 
cyclic alkenyl radicals further bearing one or more substituents as set forth above; 

15 "cycloalkynyl" refers to ring-containing radicals having at least one carbon-carbon triple bond in 

the ring, and having in the range of about 7 up to 20 carbon atoms, and "substituted cycloalkynyl" refers to 
cyclic alkynyl radicals further bearing one or more substituents as set forth above; 

"aromatic" refers to hydrocarbyl radicals having one or more polyunsaturated carbon rings having 
aromatic character, and having in the range of about 6 up to about 14 carbon atoms, and "substituted 
20 aromatic" refers to aromatic radicals further bearing one or more substituents as set forth above; 

"aryl" refers to mononuclear aromatic radicals having 6 carbon atoms and fused ring aromatic 
radicals having up to about 14 carbon atoms, Le. polynuclear aromatic radicals, and "substituted aryl" 
refers to aryl radicals further bearing one or more substituents as set forth above; 

"allq^lene" refers to divalent alkyl moieties wherein said moiety serves to link two structures 
25 together; "substituted alkylene" refers to alkylene moieties further bearing one or more substituents as set 
forth above; 

"alkenylene", refers to divalent alkenyl moieties wherein said moiety serves to link two structures 
together; "substituted alkenylene" refers to alkenylene moieties further bearing one or more substituents as 
set forth above; 
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"arylene" refers to divalent aryl moieties wherein said moiety serves to link two structures 
together; "substituted arylene" refers to arylene moieties further bearing one or more substituents as set 
forth above; 

"heterocyclc" refers to ring-containing monovalent and bivalent radicals having one or more 
heteroatoms (e.g., N, O, S) as part of the ring structure, and having in the range of 3 up to 20 atoms in the 
rings. Heterocyclic moieties may be saturated or unsaturated containing one or more double bonds, and 
may contain more than one ring. Heterocyclic moieties include, for example, monocyclic moieties such as 
piperazinyl, morpholinyl, thiomorpholinyl, imidazolyl, pyrimidinyl, isothiazolyl, isoxazolyl, pyrazinyl, 
pyrimidinyl, pyrazolyl, pyrrolyl, furanyl, pyranyl, thienyl, isoimidazolyl, triazolyl, dithiolyl, oxadithiolyl, 
isoxazolyl, oxazolyl, thiazolyl, isothiazolyl, pyronyl, dioxinyl, pyridinyl, pyridazinyl, triazinyl, oxazinyl, 
isoxazinyl, and the like, bicyclic heterocyclic moieties such as azabicycloalkanyl moieties, oxabicycloalkyl 
moieties, and the like, spiro compounds containing heteroatoms, and ring assemblies containing 
heteroatoms. The term "substituted heterocycle*' refers to heterocycles further bearing one or more 
substituents as set forth above. Exemplary radicals include radicals of polycyclic, bicyclic and spiro 



heterocycles such as 




"halogen" refers to fluoride, chloride, bromide or iodide radicals; 

"cyclic moiety" refers to substituted and unsubstituted cyclic hydrocarbyl moieties, as described 
above, and substituted and unsubstituted heterocycles, as described above; 

"alkoxy" refers to radicals of the general formula -O-R, where R is substituted or unsubstituted 
hydrocarbyl; exemplary alkoxy radicals include methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, 
t-butoxy, and the like; 

"ether" refers to radicals of the general formula -R'-O-R", where R' and R" are independently 
substituted or unsubstituted hydrocarbyl, or substituted or unsubstituted heterocycle optionally having one 
or more double bonds, 

"ester" refers to radicals of the general formulae -C(0)0-R and -0-C(0)R , where R is substituted 
or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle optionally having one or more 
double bonds; it is understood that the carbon atom of the ester group may be linked directly to the moiety 
of which ester is a substituent, or may be linked via a linker, such as substituted or unsubstituted alkylene, 
alkenylene, arylene, and the like; 



00S0391A1 I > 



wo 00/50391 




PCTAJSOO/04560 



"amine" refers to radicals of the general formula -NRR', R and R' are independently hydrogen, 
substituted or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle optionally having one 
or more double bonds, alkoxy, ether, ester, amide. Thus, the radical may be a primary amine of the 
general formula, -NHj, a secondary amine of the general formula -NHR, or a tertiary amine of the 
5 general formula -NRR'. It is understood that R and R' may cooperate to form a cycHc moiety having a 
nitrogen atom as a member of a ring; and that the nitrogen atom of the amine group may be linked directly 
to the moiety of which amine is a substituent, or may be linked via a linker, such as substituted or 
unsubstituted alkylene, alkenylene, arylene, and the like; 

"amide" refers to radicals of the general formula -C(0)NRR', wherein R and R' are independently 
10 hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle optionally 
having one or more double bonds; it is understood that R and R' may cooperate to form a cyclic moiety 
having a nitrogen atom as a member of a ring; and that the carbon atom of the amide group may be linked 
directly to the moiety of which amide is a substituent, or may be linked via a linker, such as substituted or 
unsubstituted alkylene, alkenylene, arylene, and the like; 

15 "sulfide" refers to radicals of the general formula -SR, wherein R is substituted or unsubstituted 

hydrocarbyl, substituted or unsubstituted heterocycle optionally having one or more double bonds, ester, 
amine, amide, and the like; 

"sulfonyl" refers to moieties containing a sulfonyl radical (-SO2-); 

"sulfonamidyl" refers to moieties containing a sulfonamide radical (-S02-NRR'), wherein R and 
20 R' are independently substituted or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle 

optionally having one or more double bonds; it is understood that R and R' may cooperate to form a cyclic 
moiety having a nitrogen atom as a member of a ring; and that the sulfur atom of the sulfonamide radical 
may be linked directly to the moiety of which amide is a substituent, or may be linked via a linker, such as 
substituted or unsubstituted alkylene, alkenylene, arylene, ether, ester, and the like; 

25 "carbamate" refers to moieties containing a radical having the general formula -0-C(0)-NRR' 

wherein R and R' are independently substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds; it is understood that R and R' may cooperate to 
form a cyclic moiety having a nitrogen atom as a member of a ring; and that the oxygen atom of the 
carbamate group may be linked directly to the moiety of which carbamate is a substituent, or may be linked 

30 via a linker, such as substituted or unsubstituted alkylene, substituted or unsubstituted alkenylene, ether, 
ester, and the like; 

In accordance with the present invention, D is hydrogen, substituted or unsubstituted hydrocarbyl, 
substituted or unsubstituted heterocycle optionally having one or more double bonds, halogen, alkoxyl. 
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ester or amide, or D and E, taken together, form a substituted or unsubstituted cyclic moiety. In accordance 
with one embodiment of the invention, D is substituted or unsubstituted hydrocarbyl. Moieties 
contemplated for use in this embodiment of the invention include those wherein D is hydrogen or 
substituted or unsubstituted lower alkyl, with hydrogen and unsubstituted lower alkyl preferred, and 
5 hydrogen and unsubstituted methyl especially preferred. 

Further in accordance with the present invention, E is selected from substituted or unsubstituted 
hydrocarbyl, heterocycle optionally having one or more double bonds, alkoxyl, amide, sulfonyl, 
sulfonamidyl or sulfide. Presently preferred compounds of the invention are those wherein E is substituted 
or unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted 
10 or unsubstituted cycloalkyl, substituted or unsubstituted heterocycle optionally having one or more double 
bonds, substituted or unsubstituted polycyclic moiety, substituted or unsubstituted aryl, and the like. 
Especially preferred moieties include substituted or unsubstituted aryl; when E is substituted aryl, a mono- 
substituted or di-substituted aryl is preferred, and preferred substituents are halogen, ester, alkyl, sulfur- 
linked alkyl, NO2, SO2, and the like, with halogen especially preferred. 

15 In accordance with the present invention, G is substituted or unsubstituted hydrocarbyl, substituted 

or unsubstituted heterocycle optionally having one or more double bonds, amine, amide, ester, ether or 
carbamate. Thus, G can be substituted or xinsubstituted alkyl, substituted or unsubstituted alkenyl, 
substituted or unsubstituted alkynyl, substituted or unsubstituted cycloalkyl, substituted or unsubstituted 
aryl, substituted or unsubstituted cyclic moiety, ester, amide, carboxylate, and the like. 

20 In one embodiment of the invention, G is substituted or unsubstituted alkyl, with substituted lower 

alkyl presently preferred. Presently preferred substituents are halogen and heterocycle optionally 
containing one or more double bonds such as imidazolyl, morpholinyl, pyrazolyl, pyrrolyl, 1,2,3-triazolyl, 
1,2,4-triazolyl, tetrazolyl, and 5-methyltetrazolyl, and the like. In another embodiment of the invention, G 
is substituted or unsubstituted alkenyl, with substituted lower alkenyl preferred. A presently preferred 

25 substituent of lower alkenyl is halogen. In yet another embodiment of the invention, G is unsubstituted 
alkynyl, with lower unsubstituted alkynyl presently preferred. In still another embodiment of the invention, 
G is unsubstituted cycloalkyl. 

In accordance with another embodiment of the invention, G is a substituted or unsubstituted cyclic 
moiety. Presently preferred cyclic moieties include substituted or unsubstituted naphthalenyl; when 
30 substituted, preferred substituents are ether moieties, especially 1 -piperidinyl propoxyl. 

In accordance with still another embodiment of the invention, G is an ester, represented by the 
formula -C(0)-OR. In presently preferred embodiments of the invention, R is substituted or unsubstituted 
lower alkyl or substituted aryl. 
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In accordance with another embodiment of the invention, G is carboxylate. 

In accordance with a further embodiment of the invention, G is substituted or unsubstituted aryl. 
When G is substituted aryl, presently preferred substituents are substituted or unsubstituted alkyl, 
substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, halogen, amide, ester, hydroxy, 
5 sulfonamide, sulfonyl, ether, and radicals of the general formula -0-(CH2)„-S-aryl, wherein n is 1 to 6. 

In accordance with the present invention, J is a moiety attached to the sulfur atom of a sulfonamide 
group. J is substituted or unsubstituted hydrocarbyl, heterocycle optionally having one or more double 
bonds, or J and E, taken together, form a substituted or unsubstituted cyclic moiety. Thus J can be 
substituted or unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted aryl, 
10 substituted or unsubstituted heterocycle optionally having one or more double bonds, or J and E, taken 
together can form a substituted or unsubstituted polycyclic moiety or substituted or unsubstituted ring 
assembly. 

In accordance with a particular embodiment of the invention, J is substituted or unsubstituted alkyl, 
with substituted or unsubstituted lower alkyl presently preferred. Substituents of alkyl presently preferred 
15 in this embodiment are substituted and unsubstituted aryl. In accordance with another embodiment of 
invention, J is substituted or unsubstituted alkenyl with substituted lower alkenyl preferred, and aryl a 
preferred substituent 

In accordance with still another embodiment of the invention, J is a substituted or unsubstituted 
polycychc moiety. Thus J can be pentalene, indene, naphthalene, azulene, and the like. Moieties 
20 contemplated for use in this embodiment of the present invention include substituted or unsubstituted 
naphthalene; preferred substituents are secondary and tertiary amines. 

In accordance with yet another embodiment of the invention, J is substituted or unsubstituted 
heterocycle optionally containing one or more double bonds. Moieties contemplated for use in this 
embodiment of the invention include those where J is isothiazolyl, thiazolyl, thiazinyl, thiazepinyl, and the 
25 like, with substituted thiazolyl preferred. 

In still another embodiment of the invention, J is substituted or unsubstituted aryl. When J is 
substituted, preferred substituent moieties include all^l, -O-alkyl, -S-alkyl, -S-aryl, halogen, nitro and 
trifluoromethyl. 

In yet another embodiment of the invention, J cooperates with E to form a substituted or 
30 unsubstituted polycyclic moiety. Thus, J can be a fused moiety such as substituted or unsubstituted 
bicyclic, or a substituted or unsubstituted ring assembly. Moieties contemplated for use in this embodiment 
include substituted and unsubstituted naphthalenyl and substituted and unsubstituted biphenylyl. 
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Those of skill in the art will recognize that multiple isomers exist for a single chemical formula; 
each of the possible isomeric forms of the various empirical formulae set forth herein are contemplated by 
the invention. 

Those of skill in the art recognize that invention compounds may contain one or more chiral 
5 centers, and thus can exist as racemic mixtures as well as in individual enantiomeric forms. For many 
applications, it is preferred to carry out stereoselective syntheses and/or to subject the reaction product 
to appropriate purification steps so as to produce substantially optically pure materials. Suitable 
stereoselective synthetic procedures for producing optically pure materials are well known in the art, as 
are procedures for purifying racemic mixtures into optically pure fractions. Those of skill in the art will 
10 further recognize that invention compounds may exist in polymorphic forms wherein a compound is 
capable of crystallizing in different forms. Suitable methods for identifying and separating 
polymorphisms are known in the art. 

In accordance with another embodiment of the present invention, there are provided 
phannaceutical compositions comprising sulfonamide compounds as described above, in combination with 
15 phannaceutically acceptable carriers. Optionally, invention compoimds can be converted into non-toxic 
acid addition salts, depending on the substituents thereon. Thus, the above-described compounds 
(optionally in combination with pharmaceutically acceptable carriers) can be used in the manufacture of 
medicaments useful for tiie treatment of a variety of indications. 

"Pharmaceutically acceptable salt" refers to a salt of the compound used for treatment which 
20 possesses the desired pharmacological activity and which is physiologically suitable. The salt can be 
formed with organic acids such as acetate, adipate, alginate, aspartate, benzoate, benzenesulfonate, 
butyrate, citrate, camphorate, camphorsulfonate, cyclopentanepropionate, digluconate, dodecylsulfate, 
ethanesulfonate, fumarate, glucoheptanoate, glycerophosphate, heptanoate, hexanoate, 
2-hydroxyethanesulfonate, lactate, malate, malcate, methanesulfonate, 2-naphthalenesulfonate, 
25 nicotinate, oxalate, tartrate, toluenesulfonate, undecanoate, and the like. The salt can also be formed 
with inorganic acids such as sulfate, bisulfate, chlorate, perchlorate, hemisulfate, hydrochloride, 
hydrobromide, hydroiodide, and the like. In addition, the salt can be formed with a base salt, including 
ammonium salts, alkali metal salts such as sodium salts, potassium salts, and the like; alkaline earth 
metal salts such as calcium salts, magnesium salts, and the like; salts with organic bases such as 
30 dicyclohexylamine salts, Mmethyl-D-glucamine, phenylethylamine, and the like; and salts with amino 
acids such as arginine, lysine, and the like. 

Sulfonamide compounds as described above can be readily prepared using synthetic chemistry 
techniques known to those of skill in the art. See the Examples section herein for detailed description 
of numerous exemplary synthetic protocols. 
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In accordance with the present invention, a method of modulating the level of Amyloid 
Precursor Protein (APP) is provided. The method includes contacting APP with at least one 
sulfonamide compound according to the invention. As employed herein, the phrase "modulating the 
level of refers to altered levels of protein so that the level is different as a result of employing the 
5 invention method when compared to the level without employing the invention method. Modulating 
the level of APP includes the suppression or augmentation of the level of any one of a number of APP 
proteins such as a full-length APP, APP proteins having deletions, additions or substitutions of amino 
acids, APP proteins that are fragments of full-length APP protein, soluble APP (s-APP), insoluble APP, 
and the like. Exemplary APP proteins include APP770, APP751, APPegswt, APp67o/67i, APP67o/67i/7!7, 
1 0 sAPP, a-sAPP, p-sAPP, and the like. 

A variety of APP proteins are found in neural and non-neural tissues. APP770 and APP751 are 
wild-type APPs of 770 and 75 1 amino acid residues, respectively, that are found in non-neural tissues. 
APP695wt is an APP of 695 residues that is expressed in neurons. APP67o/67i is human APP, 695 residues 
in length, that has mutations at codons 670 and 671 (Swedish double mutation). APP670/671/717 is a 
15 similar to APP67o/67i with an additional mutation at codon 717 (Phe for Val). sAPP is soluble APP, 
a-sAPP is a-secretase-cleaved soluable APP and P-sAPP is p-secretase-cleaved APP. 

In accordance with another embodiment of the invention, there are provided methods of treating a 
wide variety of disease conditions, said method comprising administering to a patient in need thereof a 
therapeutically effective amount of at least one of the sulfonamide compounds described above. 

20 APP is believed to be involved in numerous disease states. Therefore, modulating the level of 

APP also provides a variety of therapeutic applications, such as the treatment of amyloid angiopathy, 
cerebral amyloid angiopathy, systemic amyloidosis, Alzheimer's disease, hereditary cerebral 
hemorrhage with amyloidosis of the Dutch type, inclusion body myositis, Down's syndrome, and the 
like. 

25 As used herein, "treating" refers to inhibiting or arresting the development of a disease, 

disorder or condition and/or causing the reduction, remission, or regression of the symptoms of a 
disease, disorder or condition. Those of skill in the art will understand that various methodologies and 
assays may be used to assess the development of a disease, disorder or condition, and similarly, various 
methodologies and assays may be used to assess the reduction, remission or regression of a disease, 

30 disorder or condition. 

As used herein, "administering" refers to means for providing sulfonamide compounds and/or salts 
thereof, optionally employing pharmaceutically acceptable carriers, as described herein, to a patient, using 
any suitable method of delivery, e.g., oral, sublingual intravenous, subcutaneous, transcutaneous. 



BNSCXWID: <WO_0050391A1_L> 



wo 00/50391 




PCTAJSOO/04560 



intramuscular, intracutaneous, intrathecal, epidural, intraoccular, intracranial, inhalation, rectal, vaginal, 
and the like administration. Administration in the fonn of creams, lotions, tablets, capsules, pellets, 
dispersible powders, granules, suppositories, syrups, elixirs, lozenges, injectable solutions, sterile aqueous 
or non-aqueous solutions, suspensions or emulsions, patches, and the like, is also contemplated. The active 
5 ingredients may be compounded with non-toxic, pharmaceutically acceptable carriers including, glucose, 
lactose, gum acacia, gelatin, mannitol, starch paste, magnesium trisilicate, talc, com starch, keratin, 
colloidal silica, potato starch, urea, dextrans, and the like. 

"Contacting" as employed herein may include administering in solution or in solid phase. 

For purposes of oral administration, tablets, capsules, troches, aqueous or oily suspensions, 
10 dispersible powders or granules, emulsions, hard or soft capsules, or syrups, elixirs and lozenges 
containing various excipients such as calcium carbonate, lactose, calcium phosphate, sodium phosphate, 
and the like may be employed along with various granulating and disintegrating agents such as com 
starch, potato starch, alginic acid, and the like, together with binding agents such as gum tragacanth, 
com starch, gelatin, acacia, and the like. Lubricating agents such as magnesium striethylaminerate, 
15 striethylamineric acid, talc, and the like may also be added. Preparations intended for oral use may be 
prepared according to any methods known to the art for the manufacture of pharmaceutical preparations 
and such preparations may contain one or more agents selected from the group consisting of a sweetening 
agent such as sucrose, lactose, saccharin, and the like, flavoring agents such as peppermint, oil of 
wintergreen, and the like, coloring agents and preserving agents in order to provide pharmaceutically 
20 palatable preparations. Preparations for oral use may also contain suitable carriers include emulsions, 
solutions, suspensions, syrups, and the like, optionally containing additives such as wetting agents, 
emulsifying and suspending agents, sweetening, flavoring and perfuming agents, and the like. Tablets may 
be uncoated or they may be coated by known techniques to delay disintegration and absorption in the 
gastrointestinal tract and thereby provide a sustained action over a longer period of time. 

25 For the preparation of oral liquids, suitable carriers include emulsions, solutions, suspensions, 

syrups, and the like, optionally containing additives such as wetting agents, emulsifying and suspending 
agents, sweetening, flavoring and perfuming agents, and the like. 

For the preparation of fluids for parenteral administration, suitable carriers include sterile aqueous 
or non-aqueous solutions, suspensions, or emulsions. For parenteral administration, solutions for the 
30 practice of the invention may comprise sterile aqueous saline solutions, or the corresponding water 
soluble pharmaceutically acceptable metal salts, as previously described. For parenteral administration, 
solutions of the compounds used in the practice of the invention may also comprise non-aqueous 
solutions, suspensions, emulsions, and the like. Examples of non-aqueous solvents or vehicles are 
propylene glycol, polyethylene glycol, vegetable oils, such as olive oil and com oil, gelatin, and injectable 
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organic esters such as ethyl oleate, and the like. Such dosage forms may also contain adjuvants such as 
preserving, wetting, emulsifying, and dispersing agents. They may be sterilized, for example, by filtration 
through a bacteria-retaining filter, by incorporating steriUzing agents into the compositions, by irradiating 
the compositions, or by heating the compositions. They can also be manufactured in the form of sterile 
5 water, or some other sterile injectable medium immediately before use. 

Aqueous solutions may also be suitable for intravenous, intramuscular, intrathecal, 
subcutaneous, and intraperitoneal injection. The sterile aqueous media employed are all readily 
obtainable by standard techniques well known to those skilled in the art. They may be sterilized, for 
example, by filtration through a bacteria-retaining filter, by incorporating sterilizing agents into the 
10 compositions, by irradiating the compositions, by heating the compositions, and the like. They can also be 
manufactured in the form of sterile water, or some other sterile medium capable of injection immediately 
before use. 

Compounds contemplated for use in the practice of the present invention may also be administered 
in the form of suppositories for rectal or vaginal administration. These compositions may be prepared by 
15 mixing the dnig with a suitable non-irritating excipient, such as cocoa butter, synthetic glyceride esters of 
polyethylene glycols, and the like, such materials being solid at ambient temperatures but liquify and/or 
dissolve in internal cavities to release the drug. 

The preferred therapeutic compositions for inocula and dosage will vary with the clinical 
indication. Some variation in dosage will necessarily occur depending upon the condition of the patient 
20 being treated, and the physician will, in any event, determine the appropriate dose for the individual 
patient. The effective amount of compound per unit dose depends, among other things, on the body 
weight, physiology, and chosen inoculation regimen. A unit dose of compound refers to the weight of 
compound without the weight of carrier (when carrier is used). 

The route of delivery compounds and compositions used for the practice of the invention is 
25 determined by the disease and the site where treatment is required. Since the pharmacokinetics and 
pharmacodynamics of the compounds and compositions described herein will vary somewhat, the most 
preferred method for achieving a therapeutic concentration in a tissue is to gradually escalate the dosage 
and monitor the clinical effects. The initial dose, for such an escalating dosage regimen of therapy, will 
depend upon the route of administration. 

30 In accordance with invention methods, the medicinal preparation can be introduced 

parenterally, by dermal application, and the like, in any medicinal form or composition. It is used as a 
solitary agent of medication or in combination with other medicinal preparations. Single and multiple 
therapeutic dosage regimens may prove useful in therapeutic protocols. 
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As employed herein, the phrase "a therapeutically effective amount", when used in reference to 
invention methods employing sulfonamide compounds and pharmaceutically acceptable salts thereof, 
refers to a dose of compound sufficient to provide circulating concentrations high enough to impart a 
beneficial effect on the recipient thereof The specific therapeutically effective dose level for any 
5 particular patient will depend upon a variety of factors including the disorder being treated, the severity 
of the disorder, the activity of the specific compound used, the route of administration, the rate of 
clearance of the specific compound, the duration of treatment, the drugs used in combination or 
coincident with the specific compound, the age, body weight, sex, diet and general health of the patient, 
and like factors well known in the medical arts and sciences. Dosage levels typically fall in the range 
10 of about 0.001 up to 100 mg/kg/day; with levels in the range of about 0.05 up to 10 mg/kg/day being 
preferred. 

In still another embodiment of the invention, there are provided methods for preventing disease 
conditions in a subject at risk thereof, said method comprising administering to said subject a 
therapeutically effective amount of at least one of the sulfonamide compounds described above. 

15 As used herein, the phrase "preventing disease conditions" refers to preventing a disease, 

disorder or condition from occurring in a subject who may be at risk for the disease, but has not yet 
presented any symptoms thereof. Those of skill in the art will understand that a variety of methods may 
be used to determine a subject at risk for a disease, and that whether a subject is at risk for a disease will 
depend on a variety of factors known to those of skill in the art, including genetic make-up of the 

20 subject, age, body weight, sex, diet, general physical and mental health, occupation, exposure to 
environmental conditions, marital status, and the like, of the subject, 

"Subject in need thereof is intended to mean a mammal, e.g., humans, domestic animals and 
livestock, having or at risk of having one or more diseases associated wiih a modified level of APP. 

Those of skill in the art can readily identify a variety of assays that can be used to assess the 
25 activity of sulfonamide compounds of the invention. For example, one can use in vitro cell-based 
assays to assess amyloid P protein production in cells that are exposed to invention compounds 
compared to cells exposed to control conditions. For such assays, transfected cells that stably express 
various forms of APP and from which amyloid P protein is secreted are used. Methods to measure 
amyloid p protein, such as immunoprecipitation, enzyme-linked immunosorbant assay (ELISA) and 
30 radioimmunoassay, and the like are known in the art. Immunoprecipitation methodology can be used to 
detect radiolabeled amyloid P protein derived from transfected cells having "^^S-methionine-labeled 
APP (Haass et al., (1992) Nature, 152:322-325 and Shoji et ai (1992) Science, 218:126-129). ELISA 
can be used to detect unlabeled amyloid P protein (Seubert et al (1992) Nature, 252:325-327). 
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The invention will now be described in greater detail by reference to the following non-limiting 
examples. 

EXAMPI.E 1 

(5)-5-[|dimethyl(l,l-diniethyicthyl)silyI]oxy]-l-pentanol 

5 To a stirred solution of (4S)-pentane-l,4-diol [CAS 24347-57-7] (21.0 g, 0.202 mol) and /- 

butyldimethylsilyl chloride (30.5 g, 0.202 mol) in CH2CI2 (400 mL) was added triethylamine (43.0 mL, 
0.305 mol) followed by 4-(dimethylamino)pyridine (2.50 g, 20.2 mmol) at 0 ^C. The mixture was 
stirred for 3 h at 0 *C and was diluted with diethyl ether (300 mL). The white precipitate was filtered 
and washed with diethyl ether. The filtrate was concentrated under reduced pressure. The pale yellow 
10 oil was distilled (100 *'C-103 at 0.7 mm) to afford the title compound (41 g, 92%) as a colorless oil. 

NMR (CDCI3) S 3.81 (m, IH), 3.65 (m, 2H), 1.48-1.63 (m. 4H), 1.19 (d, 3H), 0.91 (s, 9H), 0.07 (s, 
6H). 



EXAMPLE 2 

4-chloro-2-nitro-l-[[(tetrahydro-2H-pyran-2-yl)oxy]methyl]bcnzenc 



15 




A magnetically stirred solution of 4-chloro-2-nitrobenzyl alcohol (25.0 g, 133 mmol) and 3,4- 
dihydro-2H-pyran (18.2 mL, 16.8 g, 200 mmol) in anhydrous dichloromethane (250 mL) was treated at 
25 "^C with pyridinium p-toluenesulfonate (PPTS, 50 mg). The solution was stirred for 12 h, washed 
with 1 N NaOH (250 mL), brine (250 mL), dried (K2CO3), filtered, and concentrated in vacuo. Silica 
20 gel chromatography (4:1 hexane:ethyl acetate) of the concentrate gave 22.5 g (62%) of the title 
compound as an oil. 
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E XAMPLE 3 

5-chloro-2-[[(tetrahydro-2H-pyran-2-yl)oxy] methyl] benzenamiDC 

5 A Parr bottle containing 4-chloro-2-nitro-l-[[(tetrahydro-2H-pyran-2-yl)oxy]methyl]ben2ene 

(22.6 g, 82.8 mmol) and ethanol (150 mL) was treated with Raney nickel (50% slurry in water, 2.0 g), 
charged with hydrogen (60 psi) and rocked until hydrogen uptake ceased (3 h). The resultant 
suspension was filtered through celite, and the celite cake thoroughly washed with fresh ethanol (5 x 
150 mL). The combined organic extracts were concentrated in vacuo to give an orange oil that 
10 crystallized on standing, Recrystallization (ethyl acetate/hexane) gave the title compound as a white 
solid (19.64 g, 98%). 'H NMR (CDCI3) 57.00 (d, J = 8 Hz, IH), 6.65-6.60 (m, 2H), 4.72 (A of ABq, J 
= 12 Hz, IH), 4.79-4.77 (m, IH), 4.45 (B of ABq, 7= 12 Hz, IH), 4.27 (bs, 2H), 3.94-3.85 (m, IH), 
3.58-3.50 (m, IH), 1.88-1.65 (m, 2H), 1.58-1.46 (m, 4H). 

EXAMPLE 4 

15 4-chloro-N-(5-chloro*-2-(hydroxymctfayl)phenyI]benzenesulfonamidc 




To a magnetically stirred solution of 5-chloro-2-[[(tetrahydro-2H-pyran-2- 
yl)oxy]methyl]benzenamine (4.38 g, 18.1 mmol) in anhydrous pyridine (100 mL) at 25 ®C was added 
4-chlorobenzenesulfonyl chloride (3.82 g, 18.1 mmol). The solution was stirred for 24 h and 

20 concentrated in vacuo. The residue was dissolved in dichloromethane (150 mL), washed with brine (3 
X 150 mL) and concentrated in vacuo. Silica gel chromatography (6:1 hexane:ethyl acetate) of the 
concentrate afforded the title compound (5.27 g, 76%) as a crystalline solid. 'H NMR (CDCI3) 88.70 
(bs, IH), 7.71 (d, y = 8.5 Hz, 2H). 7.58 (s, IH), 7.39 (d, J= 8.5 Hz, 2H), 7.05-6.99 (m, 2H), 4.52-4.48 
(m, IH), 4.31 (A of ABq, 7=12 Hz. IH), 4.24 (B of ABq, J = 12 Hz, IH), 4.13-4.05 (m, IH), 3.63- 

25 3.55 (m, IH), 1.88-1.71 (m, 2H), 1.62-1.45 (m, 4H). 
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EXAMPLE 5 

4-chloro-N-[5-chioro-2-[[0-(2-tetrahydropyranyl)methyl]phenyl]]-N-[[4-[dimetby 
ditncthyletliyl)siIyI]oxy]-l(R)-methylbutyI]bcnzenesuIfonamidc 




OTBS 



5 To a solution of 4-chloro-N-[5-chloro-2-[0-(2-tetrahydropyranyl)methyl] 

phcnyl]ben2enesulfonamide (2.70 g, 6.40 mmol), triphenylphosphine (3.40 g, 12.8 mmol) and (5)-5- 
[[dimethyl(l,l-dimethylethyl)silyl]oxy]-2-pentanol (2.40 g, 12.8 mmol) in THF (25 mL) was added 
diisopropylazodicarboxylate (2.40 mL, 12.8 mmol) dropwise at 0 °C under nitrogen atmosphere. The 
resulting mixture was allowed to warm to 22 °C with stirring. Stirring was continued for a period of 1 8 
10 h and diethyl ether (100 mL) was added. The white solid was filtered, washed with ether (50 mL), and 
the combined ether solution was concentrated under reduced pressure. Silica gel chromatography (3:17 
ethyl acetaterhexanes) of the concentrate afforded the title compound (4.00 g, 100%) as a colorless oil. 
MS (ESI)m/e615 (M-H). 



EXAMPLE 0 

15 4-chloro-N-[5-chloro-2-[(0-(2-tetrahydropyranyl)methyl]phenylll-N-(4-hydroxy-l 

methyIbutyI)benzenesulfonaiiiide 




To a solution of 4-chloro-N-[5-chloro-2-[[0-(2-tetrahydropyranyl)methyl] phenyl]]-N-[[4- 
[dimethyl(l,l-dimethylethyl)silyl]oxy]-l-methylbutyl]benzene sulfonamide (3.80 g, 6.40 mmol) in 
20 THF (10 mL) was added IM tetrabutylammonium fluoride (10 mL, 10 mmol) at 0 ^'C. The resulting 
solution was allowed to stir at 0 °C for 2 h and concentrated under reduced pressure. Silica gel 
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chromatography (1:1 ethyl acetaterhexane) of the concentrate afforded the title compound (3.20 g, 
100%) as a colorless oil. MS (ESI) m/e 500 (M-H). 



]EXA^f PLK 7 

4-chioro-N-[5-chIoro-2-([0-(2-tctrahydropyranyl)methyl]phenyl]]-N-(4-bromo-l 
S metbylbutyl)benzencsulfonamide 



o o 




To a solution of 4-chloro-N-[5-chloro-2-[[0-(2-tetrahydropyranyl)methyl] phenyl]]-N-(4- 
hydroxy-l-methylbutyl)benzenesulfonamide (3.20 g, 6,40 mmol) and triphenylphosphine (2.1o g, 8.03 
mmol) in methylene chloride (30 mL) was added carbon tetrabromidc (2.60 mL, 8.03 mmol) dropwise 
10 at 0 "^C. The resulting solution was allowed to stir and warm to 22 ®C for 12 h. A saturated solution of 
ammonium chloride (25 mL) was added. The reaction was extracted with methylene chloride (2 X 100 
mL). The organic phase was dried over Na2S04, filtered, and concentrated under reduced pressure. 
Silica gel chromatography (3:17 ethyl acetate:hexanes) of the concentrate afforded the title compound 
(2.10 g, 56%) as a colorless oil. MS (ESI) m/e 564 (M+H). 



15 EXAMPLES 

4-chIoro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-I(R)-l-methyI-4-[(l,l- 
dimethyIethyl)dimethylsilyl]oxy)butyI]bcnzcnesulfonamide 

OAc 




CI 



To a solution of 4-chloro-N-[5-chloro-2-(acetoxyoxymethyl)phenyl]benzenesulfonamide (13.7 
20 g, 36.6 mmol), triphenylphosphine (21.1 g, 80.6 mmol) and 5S-[[(1,1- 
dimethylethyl)dimethylsilyl]oxy]-2-pentanol (16.0 g, 73.3 mmol) in THF (130 mL) was added 
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diisopropylazodicarboxylate (15.9 mL, 80.6 mmol) dropwise at 0 under nitrogen. The resulting 
mixture was allowed to warm to 22 ""C with stirring. Stirring was continued for a period of 12 h 
followed by the addition of 150 ml of H2O. The mixture was extracted with ether (3 X 100 mL). The 
combined organic extracts were washed with IM NaHCOa and sat. brine. The organic phase was dried 
5 over Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:5 ethyl 
acetaterhexanes) of the concentrate afforded 16.6 g of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]- 
N-[(R)-l.methyl-4-[(l,l-dimethylethyl)dimethylsilyl]oxy)butyl]benzenesulfonamide as a yellow oil in 
79% yield. 



EXAMPLE 9 

10 4-chloro-N-[5-chloro*2-(acetoxyniethyl)phenyl]-N-[(R)-l-methyI-4- 

hy droxybutyl] benzeoesulfonamide 
OAc 




CI 



To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4-[(l,l. 
dimethylethyl)dimethylsilyl]oxy)butyl]benzenesulfonamide (15.9 g, 27.8 mmol) in acetonitrile (45 mL) 
15 was added 48% aqueous HF (16 mL) dropwise at 0 ""C, The resulting solution was stirred for Ih at 0 

followed by addition of 50 mL of IM NaHCOa. The product was extracted with ether (2 X 50 mL), 
dried over Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (ethyl 
acetate) of the concentrate afforded 10.4 g of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)- 
l-methyl-4-hydroxybutyl]benzenesulfonamide as a colorless oil in 81% yield. 
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EXAMPLE 10 



4-chloro-N-| 



[5-chloro-2-(acetoxymethyI)phenyl]-N-[(R)-l-methyI-4- 
bromobutyllbenzenesulfonamide 



OAc 



CI 




N 



o=s=o 




CI 



5 



To a solution of 4-chloro-N-[5-chloro-2-(acetoxyniethyl)phenyl]-N-[(R)- 1 -methyM- 
hydroxybutyl]benzenesulfonamide (500 mg, 1.09 mmol) in acetonitrile (2 mL) was added 
triphenylphosphine (571 mg, 2.18 mmol) and carbon tetrabromide (720 mg, 2.18 mmol) at 0 ®C. The 
resulting mixture was allowed to stir at 22 **C for 12 h followed by the addition of 25 mL of sat. 
10 ammonium chloride. The product was extracted with ether (2 X 25 mL), dried over Na2S04, filtered, 
and concentrated under reduced pressure. Silica gel chromatography (1:4 ethyl acetaterhexanes) of the 
concentrate afforded 479 mg of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4- 
bromobutyljbenzenesulfonamide as a colorless oil in 84% yield. 

EXAMPLE 11 

1 5 (4R)-4-(5-chloro-2-(acctoxymethyI)phenyIl [4-chlorophenyl)sulfonyl]-amino] pentylsulfonic acid 

OAc 



To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)- 1 -methyl-4- 
bromobutyl]ben2nesulfonamide (l.OOg, 1.91 mmol) in methanol/water (1:1, 4 mL) was added Na2S03 
(0.723g, 5.74mmol). The mixture was heated to reflux for 12 hours and then evaporated under reduced 
20 pressure. 2M HCl (25 mL) was added to the resulting oil. This mixture was extracted with CH2CI2 (2x 
50 mL), dried over Na2S04, and filtered. Solvent was concentrated under reduced pressure to afford 
(4R)-4-[5-chloro-2-(acetoxymethyl)phenyl] [4-chlorophenyl) sulfonyl]-amine]pentylsulfonic acid 
(821mg ) as colorless oil in 88% yield. MS (ESI), 526 (M +1). 
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EXAMPLE 12 

(4R)-4-[5-chloro-2-(hydroxymethyl)phenyI](4-chlorophenyl)sulfonyI)-ainino]pentylsuIfon 

chloride 



OAc 




5 To a solution of (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl] [4-chlorophenyl) sulfonyl] - 

amino] pentylsulfonic acid (560mg, 1.07mmol) in benzene (5 mL) was added phosphorus pentachloride 
(445mg, 2.14nimol) at 22 The mixture was heated to reflux for 2 hours. This mixture was 
concentrated under reduced pressure and rediluted with CH2CI2 (lOOmL). This solution was washed 
with water (100 mL), dried over Na2S04 and filtered. The organic solution was concentrated to afford 
1 0 442mg of (4R)-4-[5-chIoro-2-(acetoxymethyl)phenyl](4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl 
chloride as a pale yellow oil in 76% yield. 



EXAMPLE 13 

4-chloro-N-(5-chloro-2-chlorophenyl]-N-[(R)-l-methyM.[(l,l- 
dimethylethyl)dimcthyIsayl]oxy)butyI]benzenesuIfonaiiiide 

XI 




15 

To a solution of 4-chloro-N-[5-chloro-2-chlorophenyl]benzenesulfonamide (1.00 g, 2.97 
mmol), triphenylphosphine (1.64 g, 6.24 mmol) and 5S-[[(l,l-dimethylethyl)dimethylsilyl]oxy]-2- 
pentanol (1.30 g, 5,94 mmol) in THF (12 mL) was added diisopropylazodicarboxylate (1.23 mL, 6.24 
mol) dropwise at 0 under nitrogen. The resulting mixture was allowed to warm to 22 **C with 
20 stirring. Stirring was continued for a period of 12 h followed by the addition of 25 mL of H2O. The 
mixture was extracted with ether (3 X 25 mL). The combined organic extracts were washed with IM 
NaHCOa and sat. brine. The organic phase was dried over Na2S04, filtered, and concentrated under 
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reduced pressure. Silica gel chromatography (1:5 ethyl acetate:hexanes) of the concentrate afforded 
830 mg of 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)- 1 -methyl-4- [(1,1 -dimethylethyl)- 
dimethylsilyl]oxy) butyljbenzenesulfonamide as a yellow oil in 52% yield. 



EXAMPLE 14 

4-chloro-N-[5-chloro-2-chlorophenyl]~N-|(R)-l>methyM-hydroxybutyl]benzcnesulfonainide 

.CI 




OH 



To a solution of 4-chloro-N-[5-chloro-2-chlorophenyl] -N-[(R)- 1 -methyl-4-[( 1,1- 
dimethylethyl)dimethylsilyl]oxy)butyl]benzenesulfonamide (650 mg, 1.21 mmol) in acetonitrile (4 
mL) was added 48% aqueous HF (2 mL) dropwise at 0 *=*C. The resulting solution was stirred for Ih at 
10 0 **C followed by addition of 10 ml of IM NaHCOa. The product was extracted with ether (2 X 25 
mL), dried over Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography 
(ethyl acetate) of the concentrate afforded 430 mg of 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l- 
methyl-4-hydroxybutyl]benzenesulfonamide as a yellow oil in 84% yield. 



E XAMPLE I S 

15 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(carboxy)-l(R) methylpropyObenzenesulfonamide 

XI 

II ~ 




o=s=o o 




4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-methyl-4-hydroxybutyl]benzenesulfonamide 
(1.57 g, 0.0037 moles) was dissolved in acetonitrile (25 mL) and water (2 mL). RuCl3 (50 mg), and 
NaI04 (1.19 g, 0.0056 moles, 1.5 eq) were added and the mixture was stirred at room temperature for 
20 18 hours. The mixture was filtered, concentrated, dissolved in CH2CI2, washed with IN HCl, dried 
over Na2S04 and evaporated. Chromatography over silica gel using 50-100% ethyl acetate/ Hexane 
gave pure product (1.00 g, 62%) as a beige solid. 
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4-chloro-N-[2,5-dichlorophenyI]-N-[(R)-l-inetbyl-4-broniobutyl] benzenesulfonamide 




CI 



CI 



Br 



N 



o=s=o 




CI 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl-4-hydroxybutyl]benzene- 
sulfonamide (3.90 g, 9.20 mmol) in CH2CI2 (20 mL) was added triphenylphosphine (4.87 g, 18.4 mmol) 
and carbon tetrabromide (6.09 g, 18.4 mmol) at 0 °C. The resulting mixture was allowed to stir at 22 
®C overnight. To the reaction was added sat. ammonium chloride (200 mL). The product was 
extracted with CH2CI2 (2 x 200 mL), dried over Na2S04, filtered, and concentrated under reduced 
pressure. Silica gel chromatography (1:4 ethyl acetate:hexanes) of the concentrate afforded 3.13g of 4- 
chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzenesulfonamide as a colorless oil in 
70% yield. MS (ESI) 486 (M+H). 



To a solution of 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzne- 
sulfonamide (2.85 g, 5.88 mmol) in methanol/water (1:1, 12 mL) was added Na2S03 (7.40 g, 58.8 
mmol). The mixture was heated to reflux for 12 hours and then evaporated under reduced pressure. 
2M HCl was added to the resulting oil. This mixture was extracted with CH2CI2 (2 X 50mL), dried over 
Na2S04, and filtered. Solvent was concentrated under reduced pressure to afford (4R)-4-[2,5 
dichlorophenyl] [4-chlorophenyl) sulfonyl]-amine]pentylsulfonic acid (2.34 g) as colorless oil in 82% 
yield. MS (ESI) 486 (M +1). 



EXAMPLE n 



(4R)-4-[2,5-dichlorophenyIl (4*chlorophenyI) sulfonyl]-amine]peiitylsulfonic acid 
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EXAMPLE 18 

(4R)-4-[2,5-dichIorophenyI]|4-chlorophenyl)sulfonyl]-ainino]pentylsulfonyl chloride 




SO2CI 



To a solution of (4R)-4-[2,5-dichlorophenyl][4-chlorophenyl)sulfonyl]-amino] pentylsulfonic 
5 acid (2.34 g, 4.80 mmol) in benzene (10 mL) was added phosphorus pentachloride (1.48 g, 7.21 mmol) 
at 22 The mixture was heated to reflux for 2 hours. This mixture was concentrated under reduced 
pressure and rediluted with CH2CI2 (120 mL). This solution was washed with water (100 mL), dried 
over Na2S04 and filtered. The organic solution was concentrated to afford 2.2 Ig of (4R)-4-[2, 5- 
dichlorophenyl][4- chlorophenyl) sulfonyl]-amino] pentylsulfonyl chloride as pale yellow oil in 91% 
10 yield. LC/MS 504. 



EXAMPLE 19 

4-chloro-N-[2,5-dichlorophenyI]-N-[(R)-l-methyi-4-azidobutyl] benzenesulfonamide 




CI 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl-4-bromobutyl]benzene- 
15 sulfonamide (1.06 g, 2.50 mmol) in DMF (2.5 mL) was added diphenylphosphoryl azide (1.08 mL, 
5.00 nmiol) and l,8-diazabicyclo[5.4.0]undec-7-ene (0.935 mL. 6.25 mmol) at 0 °C. The resulting 
mixture was allowed to stir at 100 °C overnight. To the reaction was added sat. ammonium chloride 
(200 mL). The product was extracted with CH2CI2 (2 X 100 mL), dried over Na2S04, filtered, and 
concentrated under reduced pressure. Silica gel chromatography (1:4 ethyl acetate :hexanes) of the 
20 concentrate afforded 977 mg of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-azidobutyl]- 
benzenesulfonamide as a colorless oil in 87% yield. MS (ESI) 447 (M+H). 
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EXAMPLE 20 

4-chloro-N-[2,5-clichlorophenyl]-N-[(R)-l-inethyM-aiiilnobutyI] benzenesulfonamidc 



CI 




N 



NH2 



o=s=o 




CI 



10 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]- 1 -methyl-4-azidobutyl]benzene- 
sulfonamide (1.20 g, 2.68 mmol) in THF (5 mL) was added a THF solution of lithium aluminum 
hydride (1.0 M, 2.68 mL) at -20 ""C. The resulting mixture was allowed to stir at -20 overnight. To 
the reaction was added 0.5M NaOH (6 mL). This mixture was filtered through celite, dried over 
Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
methanol/CHCU) of the concentrate afforded 972 mg of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l- 
methyl-4-aminobutyl]benzenesulfonamide as a colorless oil in 86% yield. MS (ESI) 421 (M+H). 



To a solution of (S)-l,2-propanediol (20,0 g, 0.263 mol), triethylamine (3L9 g, 0.315 mol), 4- 
dimethylaminopyridine (1.28 g, 10.5 mmol) in CH2CI2 (200 mL) was added /erz-butyldimethylsiloxy 
chloride (47,3 g, 0,315 mol) at 22 ""C, The mixture was allowed to stir for 18 h. The mixture was 
diluted with CH2CI2, washed with water and sat. aqueous NH4CI . The organic solution was dried over 
Na2S04, filtered and concentrated under reduced pressure. Silica gel chromatography (5% ethyl 
acetate/ hexanes) of the concentrate gave 45,0 g of the title compound as a clear oil in 90% yield. 



EXAMPLE 21 



(S)-[3-[(l ,1 -diinethylethyI)dinietliylsilyl]oxy]-2-propanoI 



OH 
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EXAMPI.K 22 

4-chIoro-N-(2,5-dichIorophenyI)-N.((R).l.methyI-4-[(ia-dimethylethyl) 



benezenesulfonamide 




5 To a solution of 4-chloro-N-[2,5-dichlorophenyl]benzenesulfonamide (5.74 g,17.1 mmol), 

triphenylphosphine (6.70 g, 25.7 mmol), (S)-[3-[(l,l-dimethylethyl)dimethylsilyl]oxy]-2-propanol 
(4.90 g, 25.7 mmol) in THF (50 mL) was added diisopropylazodicarboxylate (5.19 g, 25.7 mmol) 
dropwise at 0 under nitrogen atmosphere. The resulting mixture was allowed to warm to 22 °C. 
Stirring was continued for a period of 18 h followed by the addition of water. The mixture was 
10 extracted with diethyl ether. The combined organic extracts were washed with NaHCOa, sat. brine and 
dried over Na2S04. Silica gel chromatography (1:10 ethyl acetate:hexanes) of the concentrate produced 
the title compound in 90% yield. 



EXAMPI.E 2^ 

15 4-chIoro-N-(2,5-dichIorophenyl)-N-[(R)-l.methyl-(2-hydroxyethyl]ben2enesulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-[[4-(l,l«dimethylethyl)- 
dimethylsilyl]oxy]ethyl]benzenesulfonamide (07.80 g, 15.3 mmol) in CH3CN was added HF (5.5 mL) 
at 0 ""C. The resulting mixture was allowed to stir at 0 ""C for 2h and concentrated under reduced 
20 pressure. Silica gel chromatography (1:1 ethyl acetate:hexanes) of the concentrate afforded the title 
compound (5.70 g, 95%) as a colorless oil. 
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EXAMPI.E 24 

4-chIoro-N-(2,5-dichlorophenyI)-N-((R)-l-incthyI(2-iodoethyI)]beiizene sulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyI(2-hydroxyethyl) benzene- 
sulfonamide (0.660 g,1.67 mmol), triphenylphosphine (0.530 g, 2.00 mmol) and imidazole (0.136 g, 
2,00 mmol) in diethyl ether/CH3CN(2:l, 3.0 mL) was added iodine (0.430. g, 1.67 mol) at 0 under 
nitrogen and stirred for 12 hr. This mixture was concentrated under reduced pressure and diluted with 
CH2CI2, This solution was washed with water (50 ml), dried over Na2S04 and filtered. The organic 
solution was concentrated to afford the title compound as a Hght yellow oil in 96% yield. 



10 EXAMPI.E 25 

(S)-4-triphenylmethylyloxy-2-butanol 

QH 

To a solution of (S)-(+).l,3-butanediol (10.0 g, 0.1 10 mol), was added triphenylmethylchloride 
(33.0 g, 0.330 mol), 4-dimethylaminopyridine (1.40 g, 11.5 mmol) in CHiCypyridine (1:1, 500 mL). 
15 Stirring was continued over 48h. The solvent was removed, the mixture was diluted with ether, 
washed with brine and dried over Na2S04. The organic solution was filtered and concentrated. Silica 
gel chromatography with (5% ethyl acetate/hexanes) produced a clear oil (24g) in 70% yield. 
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EXAMPLE 26 

4-chloro-N-(2,5-dichIorophenyI)-N-[l(R)-methyl-(3-triphenyimethyloxy)-propyI^ 

benezencsulfonamide 



5 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)benzenesulfonamide (7.00 g, 20.8 mmol), 
triphenylphosphine (7.00 g, 27.0 mmol), (S)-4-triphenylmethyloxy-2-butanol (8.60 g, 27.0 mmol) in 
THF (30 mL) was added diisopropylazodicarboxylate (5.48 g, 27.0 mmol) dropwise at 0 ®C under* 
nitrogen atmosphere. The resulting mixture was allowed to warm to 22 °C with stirring. After 18 h the 
10 mixture was washed with water, brine, dried over Na2S04 and filtered. Silica gel chromatography (1:10 
ethyl acetate/ hexanes) of the concentrate produced the title compound in 90% yield. 

EXAMPLE 27 

4-chloro-N-(2,5dichlorophenyl)-N-(l(R)-methyl-(3-hydroxy)-propyi]benzenesulfonamide 




15 To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[ 1 (R)-methyl-(3-triphenylmethyloxy)- 

propyljbenzenesulfonamide (2.00 g, 3.00 mmol) in CH3CN (20 mL) was added Amberlyst 15 ion- 
exchange resin (6.0 g). The resulting mixture was allowed to stir at 22 °C for 12 h and filtered. Silica 
gel chromatography (1:1 ethyl acetate: hexanes) of the concentrate afforded the title compound as a 
colorless oil in quantitative yield. 
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EXA MPLE ? 8 

4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyl-(3-iodo)-propyl]benzene sulfonamide 

.CI 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyl-(3-hyciroxy)-propyI]benzene- 
sulfonamide (1,40 g, 3.40 mmol), triphenylphosphine (0.900 g, 3.40 mmol) and imidazole (0.230 g, 
3.40 mmol) in diethyl ether/CHaCN (2:1, 7.0 mL) was added iodine (0.860 g, 3.40 mmol) at 0 ""C under 
nitrogen and stirred for 12 h. The solvent was removed, the residue was taken into CH2CI2 , washed 
with water, dried over Na2S04 and filtered. The organic solution was concentrated to afford the title 
compound as a light yellow oil in 96% yield. 



10 EXAMPLE Z9 

4-chloro-N-(2,5-dichlor6phenyl)-N- [(R)-l -methyl-3-azidopropyl]] benzenesulfonamide 




a 



To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-3-bromopropyIbenzene- 
15 sulfonamide (1,188 g, 2.295 mmol) in THF/H2O (20/4, 24 mL) was added sodium azide (1.49 g, 22.9 
mmol) at 22 ®C. The resulting mixture was allowed to stir at 22 ®C for 4 days. The mixture was 
extracted with ether (3 X 60 mL). The combined organic extracts were washed with sat. NaHCOa, 
dried over MgS04, filtered, and concentrated under reduced pressiire. Silica gel chromatography (1:9 
ethyl acetate:hexanes) of the concentrate afforded 0.941 g of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)- 
20 l-methyl-3-azidopropyl]]benzenesulfonamide as a colorless oil in 94% yield. 
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EXAMPLE 30 

4*chloro-N*(2,5-dichlorophenyl)-N-[(R)-l-inethyI-3-aminopropyl]beiizcnesuIfonainide 

.CI ^ 

^ ^ NH2 




CI 

To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-3-azidopropyl]benzene- 
5 sulfonamide (0.941 g, 2. 16 mmol) in THF (21 mL) was added lithium aluminum hydride (4.33 mL, 1 
M in THF) at 0 ®C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C for 1 h 
and subsequently treated by successive dropwise addition of 0.165 mL of water, 0.165 mL of 15% 
sodium hydroxide solution, and 0.493 mL of water. The mixture was filtered and concentrated under 
reduced pressure. Silica gel chromatography (3:10 ethyl acetate rhexanes) of the concentrate afforded 
10 0.748 g of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-3-aminopropyl]benzenesulfonamide as a 
light brown oil in 85% yield. 

EXAMPLE 31 
(3SHl,l-dimethyiethyl)dimethylsiloxy butanal 

OTBS 



15 A solution of methyl (S)-3-tert-butyldimethylsiloxy butyrate (35.0 g 151 mmol) in hexane (400 

mL) was cooled to -78 ^C. DDBAL-H (195 mL, 195 mmol, IM in hexanes) was added dropwise. 
Stirring was continued for 1 h after which time water (75 mL) was cautiously added dropwise, after 
addition was complete stirring was continued at 22 for 1 8h. The reaction was diluted with diethyl 
ether and then decanted several times. The solvents were removed to afford (3S)-(1,1- 

20 dimethylethyl)dimethylsiloxy butanal as a clear oil in quantitative yield. 'H NMR (CDCI3) 89.85 (s br, 
IH), 4.40-4.51 (m, IH), 2.42-2.65 (m, 2H), 1,29 (d, 3H, J=6.0Hz), 0.96 (s, 9H), 0.14 (d, 6H, J=3Hz). 

EXAMPLE 32 

(trans)l,l-dimethyIethyl-(5S)-(l,l-dimcthylethyI)dimethyIsiloxy-hex-2-enoate, 

25 To a solution of (3S)-(l,l-dimethylethyl)dimethylsiloxy butanal (24.0 g 121 mmol), in 

dichloromethane (400 mL) at 0 was added tert-butoxy carbonylmethylene triphenylphosphorane 
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(50.0 g, 133 mmol). Stirring was continued for 2h after which time the reaction was concentrated and 
the resulting oil was purified by silica gel chromatogrphy (5% ethyl acetate / Hexane) to afford 
(trans) l,l-dimethylethyl-(5S)-(l,l-dimethylethyl)dimethylsiloxy-hex-2-cnoate as a clear oil in 93% 
yield. *H NMR (CDCI3) 56.79-6.90 (m, IH) 5.75 (d/H, J=15.6Hz), 3.85-3.87 (m, IH), 2.26-2.32 (m, 
5 2H), 1 .47 (s, 9H), 1 . 1 5 (d, 3H, J=6.0Hz), 0.90 (s, 9H), 0.06 (s, 6H). 



EXAMPLE 33 

l,l-dimethyIethyl-butyI-(5S)-(l,l-dimethylethyl)dimethylsiloxy-hexanoate, 

^TBS O j 

A suspension of (trans)tert-butyl-(5S)-tert-butyldimethylsiloxy-hex-2-enoate (33.5 g, 111 



10 mmol), 10% Pd/C (5 g), in ethanol (250 mL), was hydrogenated at 45 psi for Ih. The catalyst was 
filtered off and the filtrate was concentrated to afford l,l-dimethylethyl-butyl-(5S)-(l,l- 
dimethylethyl)dimethylsiloxy-hexanoate as a white wax in quantitative yield. NMR (CDCI3) 53.72- 
3.84 (m, IH), 2.20 (t, 2H, J=7.0Hz), 1.60-1.74 (m, 2H), 1.35-1.70 (m, 4H), 1.44 (s, 9H), 1.35 (d, 3H, 
J=6.0H2), 0.88 (s, 9H), 0.10 (s, 6H). 



A solution of l,l-dimethylethyl-(5S)-(l,l-dimethylethyl)dimethylsiloxy-hexanoate (19.0 g, 
63.0 mmol) in THF (250 mL) was treated with tetrabutylammonium fluoride (94 mL, 94 mmol, IM in 
20 THF) at 0 ^C. The reaction mixture was allowed to warm to 22 °C, and stirring was continued for 18h. 
The reaction mixture was diluted with diethyl ether, washed with water, and dried over MgS04. Silica 
gel chromatography (20% ethyl acetate/hexane) of the concentrate produced 1,1-dimethylethyl (5S)-5- 
hydroxyhexanoate in 89% yield. NMR (CDCI3) 53.74-3.86 (m, IH), 2.32 (t, 2H, J=6.6Hz), 1.60- 
1.74 (m, 2H), 1.57 (s, IH, OH), 1.44-1.48 (m, 2H),1,45 (s, 9H), 1.20 (d, 3H, J=6.0Hz). 



15 



EXAMPLE 34 
1 ,1-dimethylethy I (5S)-5-bydroxy hexanoate 
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14-dimethylethyl(5R)-5-[(2,S-dichlorophenyI)-((4-chlorophcnyl)sulfonyi]-amiDo]hexanoate 

.CI 




To a solution 2,5-dichloro-N[[(4-chlorophenyl)]ainino]phenyl)sulfonainide (2.42 g, 7.20 
5 mmol), triphenyl phosphine (3.70 g, 14.4 mmol) and l,l-dimethylethyl(5S)-5-hydroxyhexanoate (2.70 
g, 14.4 mmol) in THF (100 mL) was added diisopropylazodicarboxylate (2.51 g, 14.4 mmol) dropwise 
at 0 ®C under nitrogen. The reaction mixture was allowed to warm to 22 ®C with stirring for a period of 
18h. The reaction mixture was diluted with ethyl acetate then washed with water, brine and dried over 
MgSOa. Silica gel chromatography (20% ethyl acetate/hexane) of the concentrate produced 1,1- 
10 dimethylethyl(5R)-5-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-amino]hexanoatc in 60% yield. 



EXAMPLE 36 

(5R)-5-|(2,5'dichiorophenyl][(4-chlorophcnyl)sulfonyl]-amino]hexanoic acid 




1 , 1 -dimethylethyl(5R)-5-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-amino]hexanoate 
15 (700 g, 1.40 mmol) was treated with a 50% solution of trifluoroacetic acid in dichloromethane (20 mL). 
After 3h the reaction was diluted with dichloromethane then washed with water, brine and dried over 
MgS04. Concentration under reduced pressure afforded (5R)-5-[(2,5-dichlorophenyl][(4- 
chlorophenyl)sulfonyl]-amino]hexanoic acid in quantitiative yield. MS (ESI), (M-H") 450. IR- 
2975,1706,1466,1348. 
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EXAMPLE 37 

4-chloro-N(2,5-dichloropheny])-N-[S-(lR)-inethyl-5-oxo-(4- 
thiomorpholinyl)pentyl]benzenesulfonaniide 




5 To a solution of (5R)-5-[(2,5-dichlorophenyl][(4-chlorophenyl)sulfonyl] -aminojhexanoic acid 

(2.00 g, 4.40 mmol), N,N-diisopropylethylamine (1.62 mL, 8.80 ininol) and 1-hydroxybenzotriazole 
(645 mg, 4.80 mmol), in dichloromethane (100 mL) was added l-[3-(dimethylamino)propyl]-3- 
ethylcarbodiimide hydrochloride (920 mg, 4.80 mmol). After 18 h the solvent is removed and the 
residue is taken into ethyl acetate and successively washed with aqueous HCl, water, brine and then 
10 concentrated to afford the title compound as a white solid (1.43g) in 61% yield. MS (ESI), (MH*) 
537.2. IR- 2910,1643,1581,1466,1348. 



EXAMPLE 38 

4-chloro.N(2,5-dichlorophenyl)-N-(5-(lR)-methyl-5-oxo-(l.l-dioxido-4- 
thiomorpholinyl)pentyl]beiizcnesulfoiiamide 



15 




A solution of 4-chloro-N(2,5-dichlorophenyl)-N-[5-(lR)-methyl-5-oxo-(4-thiomorpholinyl)- 
pentyl]benzenesulfonamide (1.10 g, 2.10 mmol) in dichloromethane (100 mL) was treated with 3- 
chloroperoxybenzoic acid (1.10 g, 5.10 mmol) at 0 ^C, After stirring for 1 h the ice bath was removed 
and stirring was continued for 18 h. The reaction mixture was diluted with dichloromethane, and 
20 washed with IN NaOH, H2O, brine, and dried over MgS04. Concentration produced the title 
compound (1.01 g) in 91% yield. MS (ESI), (M+H)^ 569.2. IR-3441,2935,1653, 1467,1428,1318. 
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EXAMPLE 19 

4-chloro-N-[5-chloro-2-fluorophenyI]-N-|(R)-l-niethyl-4-[(l,l- 
dimethylcthyl)diinethylsilyl]oxy)butyi]benzenesulfonainide 



XXlx 



cr 

I 

,S02 



CI 



5 To a solution of 4-chloro-N-[5-chloro-2-fluorophenyl]benzenesulfonamide (500 mg, 1.56 

mmol), triphenylphosphine (859 mg, 3.28 mmol) and 5S-[[(l,l-diniethylethyl)dimethylsilyl]oxy]-2- 
pentanol (682 mg, 3.12 mmol) in THF (7 mL) was added diisopropylazodicarboxylate (0.645 mL, 3.28 
mol) dropwise at 0 under nitrogen. The resulting mixture was allowed to warm to 22 with 
stirring. Stirring was continued for a period of 12 h followed by the addition of 15 mL of H2O. The 
10 mixture was extracted with ether (3 X 15 mL). The combined organic extracts were washed with 
NaHCOs and sat. brine. The organic phase was dried over Na2S04, filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:5 ethyl acetateihexanes) of the concentrate afforded 
495 mg of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)- 1 -methyl-4-[( 1 , 1 -dimethylethyl)- 
dimethylsilyl]oxy)butyl]benzenesulfonamide as a yellow oil in 61% yield. 



15 EXAMPLE 40 

4-chloro-N-[5-chloro--2-fluorophenyl]-N-[(R)-l-methyl-4-hydroxybutyl]benzcncsuIfonamid^ 




To a solution of 4-chlo^o-N-[5•chlo^o-2-fluorophenyll-N-[(R)-l-methyl-4-[(l,l-dimethylethyl)- 
dimethylsilyl]oxy)butyl]ben2enesulfonamide (495 mg, 0.95 1 mmol) in acetonitrile (4 mL) was added 
20 48% aqueous HF (2 mL) dropwise at 0**C. The resulting solution was stirred for Ih at 0 °C followed by 
addition of 10 mL of IM NaHCOs. The product was extracted with ether (2 X 25 mL), dried over 
Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (ethyl acetate) of 
the concentrate afforded 336 mg of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4'- 
hydroxybutyl]ben2enesulfonamide as a yellow oil in 87% yield. 



BNSDOCiO: <WO_0050391A1J_: 



wo 00/50391 



PCTAJSOO/04560 



EXAMPLE 41 

4-chloro-N-[5-chloro-2-fluorophcnyl]-N*[(R)-l-methyl-4-bromobutyl]beiizenesulfonamidc 




I 




To a solution of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)- 1 -niethyl-4-hydroxybutyl]- 



5 benzenesulfonamide (336 mg, 0.827 mmol) in acetonitrile (4 mL) was added triphenylphosphine (433 
mg, 1.65 mmol) and carbon tetrabromide (548 mg, L65 mmol) at 0 ""C. The resulting mixture was 
allowed to stir at 22 X for 12 h followed by the addition of 25 mL of sat. ammonium chloride. The 
product was extracted with ether (2 X 25 mL), dried over Na2S04, filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:4 ethyl acetate :hexanes) of the concentrate afforded 
10 349 mg of 4-chloro-N-[5-chloro-2-'fluorophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzenesulfonamide 
as a yellow oil in 88% yield. 



JEXAMPLE 42 



(4R)-4-[N-[S-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyI] amino] pentylsulfonic acid 




15 



(4R)-4-[N-[5-chloro-2-fluorophenyl] [(4-chlorophenyl)sulfonyl]amino]pentylsulfonic acid was 
prepared analogous to (4R)-4-[2,5 dichlorophenyl] [4-chlorophenyl) sulfonyl]-amine]pentylsulfonic 
acid by reacting 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4- 
bromobutyljbenzenesulfonamide with NaaSOj. Yield=86%; MS (ESI) 470 (M +1). 
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EXAMPLE 43 

(4R)-4-[N-[5-chloro-2-fluorophenyl]((4-chlorophenyl)sulfonyl]aiiiino]pcntylsulfonyl chloride 




5 (4R)-4-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]aniino]pentylsulfonyl chloride 

was prepared analogous to (4R)-4-[N-[2,5-dichlororophenyl][(4-chlorophenyl)sulfonyl]aniino]pentyl- 
sulfonyl chloride by reacting (4R)-4-P>I-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]- 
pentylsulfonic acid with phosphorus pentachloride: Yield=81%; MS (ESI) 489 (M +1), 

EXAMPLE 44 

10 4-chloro-N-(5-chloro-2-fluorophenyl)-N*[(R)-l-inethyM-azidobutyl]bciizenesulfonamide 




C! 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)- 1 -methyl-4-bromobutyl]- 
benzenesulfonamide (0.343 g, 0.730 mmol) in THF/H2O (8/2 mL) was added sodium azide (0.237 g, 
7.30 mmol) at 22 ^C. The resulting mixture was allowed to stir at 22 °C for 10 days. The mixture was 
15 extracted with ether (3 X 20 mL). The combined organic extracts were washed with sat. NaHCOs, 
dried over MgS04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetate :hexanes) of the concentrate afforded 0.227 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N- 
[(R)-l-methyl-4-azidobutyl]benzenesulfonamide as a colorless oil in 72% yield. 
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E X A MFL g 45 

4*chloro-N-(S-chloro-2-fluorophcnyl)-N-((R)-l-methyl-4-aminobutyl]bcnzcnesulfonamid^ 

NH2 




To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)- 1 -methyl-4-azidobutyl]- 
5 benzenesulfonamide (0.325 g, 7.77 mmol) in THF (7 mL) was added lithium aluminum hydride (1.55 
mL, 1 M in THF) at 0 under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C 
for 1 h and subsequently treated by successive dropwise addition of 0.060 mL of water, 0.060 ml of 
15% sodium hydroxide solution, and 0.180 mL of water. The mixture was filtered and concentrated 
under reduced pressure. Silica gel chromatography (3:10 ethyl acetate :hexanes) of the concentrate 
10 afforded 0.207 g of the title compound as a light brown oil in 91% yield. 



EX AMPJLE 46 

4-chloro-N-(5-chloro-2-fluorophcnyi)-N-[(R)-l-methyl-3-azidopropyI]bcnzcnesulfonamide 




CI 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l"methyl-3-bromopropyl]- 
15 benzenesulfonamide (1.64 g, 3.27 mmol) in THF/H2O (20/4, 24 mL) was added sodium azide (2.13 g, 
32.7 mmol) at 22 ^'C. The resulting mixture was allowed to stir at 22 *C for 4 days. The mixture was 
extracted with ether (3 X 60 mL). The combined organic extracts were washed with sat. NaHC03, 
dried over MgS04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetate:hexanes) of the concentrate afforded 1.38 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N- 
20 [(R)-l-methyl-3-azidopropyl]benzenesulfonamide as a colorless oil in 95% yield. 
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EXAMPI.F.47 

4-chloro-N-(5-chloro-2-fiuorophenyl)-N-[(R)-l-methyI-3-aminopropyI]benzenesuIfonaim 




To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)- 1 -methyl-3-azidopropyl]- 
benzenesulfonamide (1.34 g, 3.27 mmol) in THF (32 mL) was added lithium aluminum hydride (6.53 
mL, 1 M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C 
for 1 h and subsequently treated by successive dropwise addition of 0.248 mL of water, 0.248 mL of 
15% sodium hydroxide solution, and 0.744 mL of water. The mixture was filtered and concentrated 
under reduced pressure. Silica gel chromatography (3:10 ethyl acetate :hexanes) of the concentrate 
afforded 1.12 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-3-aminopropyl]benzene- 
sulfonamide as a light brown oil in 85% yield. 



EXAMPLE 48 

4-chloro-N-I5-fluoro-2-flurophcnylJ-.N-((R)-l-raethyM-I(l,l- 
dimethylethyl)dimethylsilyl]oxy)butyl] benzenesulfonamide 




To a solution of 4-chloro-N-[5-fluoro-2-fluorophenyl]ben2enesulfonamide (500 mg, 1.65 
mmol), triphenylphosphine (909 mg, 3.47 mmol) and 5S-[[(l,l-dimethylethyl)dimethylsilyI]oxy]-2- 
pentanol (719 mg, 3.30 mmol) in THF (7 mL) was added diisopropylazodicarboxylate (0.682 mL, 3.47 
mol) dropwise at 0 "^C under nitrogen. The resulting mixture was allowed to warm to 22 with 
stirring. Stirring was continued for a period of 12 h followed by the addition of 15 mL of H2O. The 
mixture was extracted with ether (3 X 15 mL). The combined organic extracts were washed with 
NaHC03 and sat. brine. The organic phase was dried over Na2S04, filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:5 ethyl acetate:hexanes) of the concentrate afforded 
466 mg of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)- 1 -methyl-4-[( 1 , 1 -dimethylethyl)- 
dimcthylsilyl]oxy)butyl]benzene-sulfonamide as a yellow oil in 56% yield. 
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EXAMPLE 49 



10 



15 



4-chlora-N-[S-fluoro-2-flurophenyl]-N-((R)-l-inethyl-4-hydroxybutyI]beiizenesulfonamide 



To a solution of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[0R)-l-methyl-4-[(l,l-dimethylet^^ 
dimethylsilyl]oxy)butyl]benzenesulfonamide (466 mg, 0.924 mmol) in acetonitrile (4 mL) was added 
48% aqueous HF (2 mL) dropwise at 0 ^C. The resulting solution was stirred for Ih at 0°C followed by 
addition of 10 ml of IM NaHCOa. The product was extracted with ether (2 X 25 mL), dried over 
Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (ethyl acetate) of 
the concentrate afforded 317 mg of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyl-4- 
hydroxybutyl]benzenesulfonamide as a yellow oil in 88% yield. 



4-chloro-N-{5-fluoro-2-flurophenyI]-N-[(R)-l-inethyl-4-bromobutyI]benzenesuIfonaniide 



To a solution of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyl-4-hydroxybutyl]- 
benzenesulfonamide (317 mg, 0.813 mmbl) in acetonitrile (4 mL) was added triphenylphosphine (425 
mg, 1,62 mmol) and carbon tetrabromide (537 mg, 1.62 mmol) at 0 ""C. The resulting mixture was 
allowed to stir at 22 for 12 h followed by the addition of 25 mL of sat. ammonium chloride. The 
product was extracted with ether (2 X 25 mL), dried over Na2S04, filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:4 ethyl acetate: hexanes) of the concentrate afforded 
323 mg of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyl-4-bromobutyl]ben2enesulfonamide as 
a yellow oil in 86% yield. 
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EXAMPLE SI 

(4R)-4-[N-[2,5-difluorophenyl]f(4-chlorophenvl)sulfonyl|aiiiino]pentvlsulfonic acid 

Cl^^"'^^ SO3H 

(4R)-4-[]N-[2,5-difluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentylsulfonic acid was 
5 prepared analogous to (4R)-4-[2,5-dichlorophenyl][4-chlorophenyl)sulfonyl]~amine]pentylsulfonic acid 
by reacting 4-chloro-N-[2,5-difluorophenyl]'N-[(R)-l-methyl-'4-bromobutyl]benznesulfonamide with 
NazSOa. Yield=84%; MS (ESI) 453 (M +1). 




EXAMPLE 52 

(4R)-4-IN-[2,5-difluorophenyl][(4-chlorophcnyl)sulfonyl]amino]pentylsulfonyl chloride 



10 




(4R)-4-[N-[2,5-difluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentylsulfonyl chloride was 
prepared analogous to (4R)-4-[2, 5-dichlorophenyl][4- chlorophenyl) suIfonyl]-amino] pentylsulfonyl 
chloride by reacting (4R)-4-[N-[2,5-difluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentylsulfonic 
acid with phosphorus pentachloride. Yield=88%; MS (ESI) 434 (M +1). 



IS EXAMFLF^ 53 

4-chloro-N-(2,S-difluorophenyl)-N-[(R)-l-inethyl-4-azidobutyIlbenzenesulfonainide 




CI 



To a solution of 4-chloro-N-(2,5-difluoropheny 1)-N-[(R)- 1 -methyl-4-bromobutyl]- 
benzenesulfonamide (0.505 g, 1.12 mmol) in THF/H2O (8/2, 10 mL) was added sodium azide (0.363 g, 
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5.58 mmol) at 22 **C. The resulting mixture was allowed to stir at 22 **C for 10 days. The mixture was 
extracted with ether (3 X 20 mL). The combined organic extracts were washed with sat. NaHCOa, 
dried over MgS04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetaterhexanes) of the concentrate afforded 0.455 g of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l- 
methyM-azidobutyl]benzenesulfonamide as a colorless oil in 98% yield. 

EXAMPLE 54 

4-chIoro-N-(2,5'difluorophcnyl)-N-[(R)*l-inethyM-aminobutyi]benzenesulfonamide 

NH2 




To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-4-azidobutyI]benzene- 
10 sulfonamide (0.394 g, 0.949 mmol) in THF (10 mL) was added lithium aluminum hydride (1.90 mL, 1 
M in THF) at 0 **C imder nitrogen atmosphere. The resulting mixture was allowed to stir at 0 **C for 1 h 
and subsequently treated by successive dropwise addition of 0.072 mL of water, 0.072 mL of 15% 
sodiimi hydroxide solution, and 0.216 mL of water. The mixture was filtered and concentrated under 
reduced pressure. Silica gel chromatography (3:10 ethyl acetate:hexanes) of the concentrate afforded 
15 0.329 g of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-4-aminobutyl]benzenesulfonamide as a 
light brown oil in 89% yield. 



EXAMPLE 55 

4-chloro-N-(2,5-difluorophenyI)-N-[(R)-l-inethyl-3-azidopropyl]beiizenesulfonamide 




To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)- 1 -methyI-3-bromopropyl]- 
benzenesulfonamide (1.74 g, 3.58 mmol) in THF/H2O (20/4, 24 mL) was added sodium azide (2.33 g, 
35.8 mmol) at 22 **C. The resulting mixture was allowed to stir at 22 "^C for 4 days. The mixture was 
extracted with ether (3 X 60 mL). The combined organic extracts were washed with sat. NaHCOs, 
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dried over MgSO^, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetaterhexanes) of the concentrate afforded 1.53 g of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l- 
methyI-3-azidopropyl]benzenesulfonaniide as a colorless oil in 95% yield. 

EXAMPLE 56 

5 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl*3-aminopropyl]benzencsulfonaniide 




CI 



To a solution of 4-chloro-N"(2,5-difluorophenyl)-N-[(R)-l-methyl-3-a2idopropyl]benzene- 
sulfonamide (0.144 g, 3.59 mmol) in THF (35 mL) was added lithium aluminum hydride (7.16 mL, 1 
M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C for 1 h 
1 0 and subsequently treated by successive dropwise addition of 0.272 mL of water, 0.272 mL of 1 5% 
sodium hydroxide solution, and 0.81 6 mL of water. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:10 ethyl acetaterhexanes) of the concentrate afforded 1 .12 g of 
4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-3-aminopropyl]ben2enesulfonamide as a light brown 
oil in 97% yield. 

15 EXAMWUEg? 

4-chloro-N(2,5-dichlorophenyl)-N-(5-(l.l-dioxido-4-thiomorpholinyI)-l(R)- 
methylpentyl)beiizenesuIfonainide 




A solution of 4-chloro-N(2,5-dichlorophenyl)-N-[5-( lR)-methyl-5-oxo-(l . l-dioxido-4- 
20 thiomorpholinyl)pentyl]benzenesulfonamide (700 mg, 1 .20 mmol) in THF (45 mL) was treated with a 
solution of borane-methyl sulfide complex (2M in THF, 1.8 mL, 3.6 mmol) dropwise at room 
temperature. After stirring for 18 h the reaction was cooled to 0 and quenched with methanol (50 
mL), followed by treatment with HCl gas. The solvents were removed and the material was then 
purified by flash chromatography (silica gel, 15% ethyl acetate/hexane) to afford the title compound 
25 (300 mg) as a white solid in 50% yield. MS (ESI), (M+H)" 553.0. IR-3430,2933, 1467, 1348, 1326. 
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N-cyclopropylmethyl-3-(lH)-iinidazolylpropylamine 

N 




l-CS-aminopropyOimidazole (Aldrich, 10.0 g, 0.0799 moles) was dissolved in CH2CI2 (100 
5 mL) along with pyridine (7.57 g, 0.0959 moles, 1.2 eq.). Cyclopropanecarbonyl chloride (Aldrich, 8.76 
g, 0.0839 moles, L05 eq.) was added dropwise and the mixture was stirred for 18 hours. The solvent 
was removed and the crude mixture was chromatographed over silica gel using 5-10% methanol in 
CH2CI2 with 0.5% NH4OH, give the amide (14.3 g, 93%). The purified amide intermediate (14.3 g, 
0.074 moles) was dissolved in THF (300 mL). Lithium aluminum hydride (0.148 moles, 148 mL of IM 

10 soln. in THF, 2.0 eq.) was added and the mixture was refluxed for 3 days. The mixture was carefully 
quenched with IN NaOH (10 mL) and refluxed for three hours. The hot solution was filtered over 
celite, and the solvent was removed to give pure N-cyclopropylmethyl-3-(*H)-imidazolylpropylamine 
(7,57 g, 57%) as a viscous yellow oil. NMR (CDCI3); 0,09 (m, 2H); 0.46 (m, 2H); 0.90 (m, IH); 1.89 
(quintet, J=6.9Hz, 2H); 2.43 (d, J=6.9 Hz, 2H); 2.61 (t, J=6.8Hz, 2H); 4.05 (t, J=6.9Hz, 2H); 6.92 (s, 

15 IH); 7.05 (s, IH); 7.48 (s, IH). 

EXAMPLE 59 

4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(N'-cyclopropylmethyI)-NX3-(lH)-iimdaz^^ 
1 (R)'-methylpropylcarboxamido] benzenesulfonamide 




20 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(carboxy)- 1 (R)-methylpropyl)benzenesulfonamide (405 

mg, 0.928 mmoles) was dissolved in THF (10 mL) and CH2CI2 (15 mL). N-Cyclopropylmethyl-3- 
(IH)-imidazolylpropylamine (166 mg, 0.928 mmoles) was added along with l-(3- 
(dimethylamino)propyl)-3-ethylcarbodiimide hydrochloride (230 mg, 0.0012 moles, 1.3 eq.) and 
Hunig's base (1 drop). The mixture was stirred at room temperature for 18 hours and the solvents were 

25 removed. The residue was dissolved in CH2CI2, washed with sat. NaHC03, and brine. The organic 
layer was dried over Na2S04 and evaporated. Chromatography over silica gel using 2-10% methanol 
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in CH2CI2 with 0.5% NH4OH gave 4-chloro-N-(2,5-dichlorophenyl)-N-[3-[CN'-cyclopropylniethyl)- 
NX3-(lH)-imidazolylpropyl)]-l(R)-methylpropylcarboxamido]ben2enesulfonami (370 mg, 67%). 
Yellow viscous oil: IR (neat, CH2CI2) 1637, 1467, 1348, 1166, 1095, 622 cm-1; MS (ESI+). 599 
(M+H)"*-. 

5 EXAMPLE 60 

4-chloro-N-(2,S-dichlorophenyl)-N-[4-(N'-cyclopropyImcthyl)-N'(3-(lH)-imidazolylpropylam 

l(R)-inethylbutyl]bcnzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-(4-(N-cyclopropylmethyl-N-3-(lH)-imidazolylpropyl)- 
10 l(R)-methylbutylcarboxamide)benzenesulfonamide (1.00 g, 1.67 mmoles) was dissolved in THF (50 
mL). Borane dimethyl sulfide (2.51 moles, 1.25 mL of a 2.0M solution in toluene, 1.5 eq.) was added 
and the mixture was refluxed for 6 hours, then allowed to stir at room temperature for 18 hours. The 
mixture was slowly quenched with methanol (5 mL), and IN HCl (5mL). The solvent was removed, 
the residue was dissolved in CH2CI2 and washed with IN NaOH, then brine. Prep HPLC (Reverse 
15 phase, methanol/H2O/0.1% trifluoroacetic acid) gave a small amount of pure product (75.2 mg, 8%). 
Yield=8%; Colorless viscous oil: IR (neat, CH2CI2) 1467, 1350, 1167, 1094, 753, 622 cm"!; MS 
(ESI+), 583 (M+H)+. 

EXAMPLE 61 

2-(methylsulfonylmethyl)piperidinel) 2-(methylsuifonylmetbyl)pyr]dine 
20 Picolyl chloride hydrochloride (15.9 g, 0.0967 moles) was dissolved in DMF (70 mL) and 

methanesulfinic acid sodium salt (10.9 g, 0.106 moles, 1.1 eq.) was added along with triethylamine 
(10.7 g, 0.106 moles, Lleq.). The mixture was refluxed for 1 hour. The DMF was removed, the residue 
dissolved in CH2CI2, washed with sat. Na2C03, and brine. The organic layer was dried over Na2S04 
and evaporated to give crude product. Purification was performed over silica gel using 20-100% ethyl 
25 acetate/hexane to give a yellow oil which solidified on standing (4.50 g, 27%). 
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EXAMPLE 62 
(2) 2-(inethylsulfonylinethyl)piperidine 



2-(Methylsulfonylmethyl)pyridine (4.40 g, 0.0257 moles) and Pt02 (0.50 g) were suspended in 
ethanol (80 mL) with IN HCl (15 mL). The mixture was hydrogenated at 50 psi for 18 hours. The 
5 catalyst was filtered and the solvent removed. The residue was dissolved in CH2CI2 and washed with 
sat. Na2C03. The aqueous layer was extracted with CH2CI2 (3 x 25 mL). The organic layers were 
combined and dried over Na2S04 and evaporated to give a yellow oil (4.1 1 g, 90%) which solidified on 
standing. Further purification was unnecessary. LCMS (178, M+H). 



To a stirred solution of 4-(hydroxymethyl)piperidine (6.00 g, 52.0 mmol) in 100 mL of CH2CI2 
was added di-/er^butyl dicarbonate (12.52 g, 57.0 mmol) at 0 °C and stirred for Ih. The reaction 
mixture was warmed to room temperature over a period of 1 h. The solvents were removed and the 
solid was diluted with 250 mL of ethyl acetate, washed with IM NaOH (200 mL), brine (200 mL), and 
1 5 and dried over Na2S04. The solvent was evaporated to afford an oil. 

The resulting oil was dissolved in toluene (300 mL) and triphenylphosphine (14 g, 55 mmol), 
iodine (14 g, 55 mmol), and imidazole (4.3 g, 63 mmol) were added. The reaction mixture was stirred 
at room temperature for Ih and the solvent was removed. The crude product was passed through silica 
gel using 10% ethyl acetate in hexanes as the eluent to yield an oil after concentration of the desired 
20 fractions. 

The resulting oil was dissolved in THF (100 mL) and sodium thiomethoxide (1.20 g, 16.0 
mmol) was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with 
ethyl acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were 
removed to afford an oil. 

25 The resulting oil was dissolved in CH2CI2 and 3-chloroperoxybenzoic acid (5.90 g, 34.0 mmol) 

at room temperature and allowed to stir overnight. The reaction mixture was washed with IN NaOH 
(50 mL), and dried over Na2S04. The crude sulfone was purified using silica gel chromatography 
(ethyl acetate) to yield the title compound as an oil in 41% overall yield. 



10 



EXAMPLE <^3 
4>(methylsulfoDylmethyl)piperidine 



BNSDOCID: <WO 005039lAlJ_> 



wo 00/50391 




PCT/USOO/04560 



EXAMPi.E ^4 
3-(niethylsuIfonylmethyl)piperidinc 

To a stirred solution of 3-(hydroxyinethyl)pipcridine (4.43 g, 35.0 mmol) and pyridine (14.2 
5 mL) in 100 mL of CH2CI2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 and stirred for 
18h. This mixture was washed with 2M HCl (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

The resulting oil was dissolved in CH2CI2 (70 mL), triethylaminc (17.6 mL), and 
methanesulfonyl chloride (5.74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
10 for 12 h. This mixture was washed with water (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64,2 mmol) 
was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were removed to 
15 afford an oil. 

The resulting oil was dissolved in CH2CI2 (100 mL) and 80% 3-chloroperoxybenzoic acid (20.1 
g, 70.0 mmol) was added at room temperature and allowed to stir overnight. The reaction mixture was 
washed with IN NaOH (50 mL), and dried over Na2S04. The crude sulfone was purified using silica 
gel chromatography (ethyl acetate) to yield an 4.69 g of an oil. 

20 The resulting oil was suspended in 50 mL of 6N HCl and heated to 110 for 18h. To the 

resulting solution was added 35 mL of ION NaOH and the mixture was extracted with ether 
(lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 30% overall 
yield. 

EXAMPLE 65 

25 4-(sulfonyiinethyl)piperidine 

To a stirred solution of 4-(hydroxy)piperidine (3.89 g, 35.0 mmol) and pyridine (14.2 mL) in 
100 mL of CH2CI2 was added benzoyl chloride (4,06 mL, 35.0 mmol) at 0 ""C and stirred for 18h. This 
mixture was washed with 2M HCl (50 mL), dried over Na2S04 and the solvent was evaporated to afford 
an oil, 

30 The resulting oil was dissolved in CH2CI2 (70 mL), triethylaminc (17.6 mL), and 

methanesulfonyl chloride (5.74 mL, 70,0 mmol). The reaction mixture was stirred at room temperature 
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for 12h. This mixture was washed with water (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 
was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
5 acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were removed to 
afford an oil. 

The resulting oil was dissolved in CH2CI2 (100 mL) and 80% 3-chloroperoxybezoic acid (20.1 
g, 70,0 mmol) was added at room temperature and allowed to stir overnight. The reaction mixture was 
washed with IN NaOH (50 mL), and dried over Na2S04. The crude sulfone was purified using silica 
10 gel chromatography (ethyl acetate) to yield 5.1 8 g of an oil. 

The resulting oil was suspended in 50 mL of 6N HCl and heated to 110 °C for 18 h. To the 
resulting solution was added 35 mL of ION NaOH and the mixture was extracted with ether 
(lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 36% overall 
yield. 



IS EXAMPLE 60 

3-(sulfoiiylinethyl)piperidine 

To a stirred solution of 3-(hydroxy)piperidine hydrochloride (5.29 g, 35.0 mmol) and pyridine 
(14.2 mL) in 100 mL of CH2CI2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 and stirred 
for 18h. This mixture was washed with 2M HCl (50 mL), dned over Na2S04 and the solvent was 
20 evaporated to afford an oil. 

The resulting oil was dissolved in CH2CI2 (70 mL), triethylamine (17.6 mL), and 
methanesulfonyl chloride (5,74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
for 12 h. This mixture was washed with water (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

25 The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 

was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were removed to 
afford an oil. 

The resulting oil was dissolved in CH2CI2 (100 mL) and 80% 3-chloroperoxybe2oic acid (20.1 
30 g, 70.0 mmol) was added at room temperature and allowed to stir overnight. The reaction mixture was 
washed with IN NaOH (50 mL), and dried over Na2S04. The crude sulfone was purified using silica 
gel chromatography (ethyl acetate) to yield 5.20 g of an oil. 
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The resulting oil was suspended in 50 mL of 6N HCl and heated to 1 10 "^C for 18 h. To the 
resulting solution was added 35 mL of ION NaOH and the mixture was extracted with ether 
(lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 38% overall 
yield. 



5 EXAMPLE ^7 

(S)-3-(sulfonylmethyl)pyrrolidine 

To a stirred solution of (R)-3-pyrrolidinol hydrochloride (4.76 g, 35.0 mmol) and pyridine (14.2 
mL) in 100 mL of CH2CI2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 ""C and stirred for 18 
h. This mixture was washed with 2M HCl (50 mL), dried over Na2S04 and the solvent was evaporated 
10 to afford an oil. 

The resulting oil was dissolved in CH2CI2 (70 mL), tricthylamine (17.6 mL), and 
methanesulfonyl chloride (5.74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
for 12 h. This mixture was washed with water (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

15 The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 

was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were removed to 
afford an oil. 

The resulting oil was dissolved in CH2CI2 (100 mL) and 80% 3-chloroperoxybenzoic acid (20.1 
20 g, 70.0 mmol) at room temperature and allowed to stir overnight. The reaction mixture was washed 
with IN NaOH (50 mL), and dried over Na2S04. The crude sulfone was purified using silica gel 
chromatography (ethyl acetate) to yield 5.49 g of an oil. 

The resulting oil was suspended in 50 mL of 6N HCl and heated to 110 ^'C for 18h. To the 
resulting solution was added 35 mL of ION NaOH and the mixture was extracted with ether 
25 (lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 39% overall 
yield. 
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EXAMPLE 68 
(R)-(2-(methylsuIfonyl)inethyl)pyrroIidinc 

N-Benzoyl-(R)-(2-(niethylthio)methyl)pyrrolidine was prepared by the method of Dieter and 
5 Tokles (J.A.C.S., lMZ./09,2040-2046). 

N-Benzoyl-(R)-(2-(methylthio)methyl)pyrrolidine (2.70 g, 0.0115 moles) was dissolved in 
CH2CI2 (50 mL), cooled to 0 °C, then meta-chloroperbenzoic acid (3.97 g, 0.0287 moles, 2.5 eq.) was 
added over 10 min. The mixture was stirred at room temperature for 2 hours, diluted with CH2CI2, and 
washed with brine. The organic layer was dried over Na2S04 and evaporated to give crude product. 
10 Purification was performed over silica gel using 20-100% ethyl acetate/ hexane to give N-benzoyl-(R)- 
(2-(methylsulfonyl)methyl)pyrrolidine as a yellow solid (1.70 g , 0.00637 moles, 55%). LCMS (268, 
(M+H)). 

N-Benzoyl-(R)-(2-(methylsulfonyl)methyl)pyrrolidine (1.70 g, 0.00637 moles) was dissolved 
in 2N HCl (20 mL) and refluxed for 48 hours. The mixture was cooled and neutralized with sat. 
15 K2CO3. The aqueous layer was extracted using 50% ethyl acetate/ t-BuOH, dried over MgS04^ dried 
over Na2S04 and evaporated to give (R)-(2-(methylsulfonyl)methyl)pyrroHdine as a yellow oil (600 
mg, 0.00368 moles, 58%) which was used without further purification. LCMS (186, (M+23)). 

The preparation of ester intermediates can be carried out according to the general procedure 
described herein for coupling of N-aryl-N-haloalkyl sulfonamides with amines, using commercially 
20 available methyl thiazolidine-2-carboxylate (Lancaster, CAS# 50703-06-5). Methyl (R)-thiazolidine-4- 
carboxylate (CAS#65983"36-0) was prepared from the acid following literature procedures. 
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EXAMPLE 69 

4-chloro-N-(2,5-dichlorophenyl)-NM3-(2-((methylsuIfonyI)mcthyl)-l.piperW 

methylpropyl)bcnzenesuIfonainide 



O 




5 CI 

To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-3-bromopropyl]benzene- 
sulfonamide (0375 mg, 0.795 mmol) in CH3CN (20 mL), was added 2-(methylsulfonyl- 
methyl)piperidine (0.282 g, 1,59 mmol), K2CO3 (500 mg), and Hunigs base (2 drops). The mixture 
was refluxed for 2 days. The solvent was removed and the crude mixture was dissolved in CH2CI2 and 
10 washed with brine. The CH2CI2 layer was dried over Na2S04 and evaporated to give crude product. 
Purification was performed over silica gel using 10% methanol in CH2CI2 with 0.5% NH4OH to afford 
4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methy lsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)- 
benzenesulfonamide as a yellow glassy olid in 80% yield. IR (KBr) 1468, 1349, 1296, 1167, 1138, 

1095, cm-1; MS (ESI+), 567(M+H)+. 



15 E X AMF]LE 70 

4-chloro-N-(2,5-dichlorophenyl)-N-(3-I[3-(methylthio)mcthyll-l-piperidinyll-l(R)- 

methylpropyl]benzenesulfonamide 




4-chloro-N-(2,5-dichlorophenyl)-N-[3-[[3-(methylthio)methyl]-l-piperidinyl]-l(R)- 
20 methylpropyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4- 
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chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-3-bromopropyl]benzenesulfonamide with 3-(methyl- 
thiomethyl)piperidine. Yield=86%; MS (ESI+). 535(M+H)-^. 



EXAMPLE 71 

4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-(methylsuIfonyI)methyl]-l-piperidinyl]-l(R)- 
5 methy Ipropy I] benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[[3-(methylsulfonyl)methyl]-l-piperidm^^ 
methylpropyllbenzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsulfonyl)methy 1)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4- 
1 0 chloro-N-[2,5-dichlorophenyl]-N-[(R)-l -niethyl-3-bromopropyl]benzenesulfonami with 3-(methyl- 
sulfonylmethyl)piperidine. Yield=81%; MS (ESI+), SeVCM+H)"*-. 



EXAMPLE 72 

4-chloro-N-(2,5-dichlorophenyl).N-[3-[(4-methylthio)-l-piperidinyIJ-l(R)- 
inethylpropyl]benzenesulfonaiiiide 




15 CI 

4-chloro-N-(2,5-dichIorophenyl)-N-[3-[(4-methylthio)- 1 -piperidinyl]- 1 (R)-methylpropyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)«N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl>l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonaniide with 4-(methylthio)- 

20 piperidine. Yield=88%; MS (ESI+), 521(M+H)+ 



BNSDOCID: <WO ^0050391A1J_> 



wo 00/50391 



51 




PCT/US00/04S60 



gXAMPl^g 73 

4-chIoro-NM2,5-dichlorophenyl)-N-(3-[(4-methyIsuIfonyI)-l-piperidinyl]-l^^ 
inethyIpropyl]bcnzcnesuIfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(4-methylsulfonyl)-l-piperidinyl]-l(R^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl -3 -bromopropyl]benzenesulfonamide with 4-(methylsulfonyl)- 
piperidine. Yield=94%; MS (ESI+), SSSCM+H)"**. 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-Tncthylthio)- 1 -piperidinyl]- 1 (R)-inethylpropyI]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyI]ben2enesuIfonamide with 3-(methylthio)- 
piperidine. Yield=85%; MS (ESI+), 521(M+H)+. 



EXAMPLE 74 

4-chloro-N-(2,5-dichlorophcnyl)-N-[3-[(3-methylthio)-l-piperidinyl]-l(R)- 
methylpropyl] benzenesulfonamide 




CI 
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EXAMPLE 7j> 

4-chloro-N-(2,5-dichlorophenyI).N-[3-((3-methylsulfonyl)-l-piperidinyl]-l^^^ 
mcthylpropyllbenzencsulfonamide 




4-chloro-N-.(2,5-dichlorophenyl)-N-[3-[(3-methylsulfonyl)- 1 -piperidinyl]- 1 (R)-methylpropyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 3-(methylsulfonyl)- 
piperidine. Yield=90%; MS (ESI+), 553(M+H)+. 



10 EXAMPLE 76 

4-chloro-N-(2,5-dichloropheDyl)-N-[3-[(3-methylthio)-l-pyrrolidinyI]-l(R)- 
metbylpropyllbenzenesulfonainide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylthio)- 1 -pyrrolidinyl]- 1 (R)-methylpropyl]- 
15 benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyI]benzenesulfonamide with 3-(methylthio)pyrrolidine. 
Yield=83%; MS (ESI+), 507(M+H)+. 
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77 

4-chloro-N-(2,S-dichlorophenyl)-N-[3-|(3-methyIsuIfonyl)-l-pyrrolidinyI]-l(R)- 
methylpropyljbenzenesulfonamide 




5 4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylsulfonyl)-l-pyrrolidinyl]-l(R)-met^^ 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l-piperidinyl)-l(R)-rnethylpropyl)benzenesulfonarnide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 3-(methylsulfonyl)- 

pyrrolidine. Yield=86%; MS (ESI+), 539(M+H)+. 

10 EXAMPLE 78 

4-chloro-N-(2,5-dichlorophcnyl)-N-(4-(2-((metbylsulfonyl)methyl)-l-piperidinyl)-l^ 

methyIbutyI)bcnzenesulfonanude 

.CI 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[2-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)- 
1 5 methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-{3-(2- 
((methylsulfonyl)methyl)- 1 -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 2-(methylsulfonyl- 
methyl)piperidine. Yield=28 %; yellow foam: IR (neat, CH2CI2) 1467, 1296, 1 166, 1 138, 1095, 622, 

cm-^; MS (ESI+), 581(M+H)+. 



aNSOOCID: <WO_0050391A1_L> 



wo 00/50391 S4 PCT/USOO/04560 



4*chloro-N-(2,S-dichlorophenyl>-N-[4-[(4-(methylsulfonyl)mcthyl]-l-piperidi 

inethylbutyl]benzenesulfonamide 




5 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4-(methylsulfonyl)methyl]-l-piperidin 

methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonaniide with 4-(methylsulfonyl- 

methyl)piperidine. Yield=60%; MS (ESI+), SglCM+H)"*". 



10 EXAMPLE 80 

4-chloro-N-(2,5-dichlorophenyl}-N-[4-[3-[(mcthylthio)methyI]-l*piperidinyl]*l(R)- 

methylbutyI]benzenesulfonainide 




CI 



4-chloro.N-(2,5-dichlorophenyl)-N-[4-[[3-(methylthio)methyl]-l-piperidinyl]-l(R)- 
15 methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyI)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophcnyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 3-(methylthio- 
methyOpiperidine. Yield=91%; MS (ESI+), 549(M+H)"*'. 



BNSDOCID: <WO 0050391 A1_l_> 



wo 00/50391 



55 



PCTAJSOO/04560 



EXAMPLE 81 

4-chloro-N-{2,S-dichlorophcnyl)-N-|4-I3-[(methyisulfonyl)methyl]-l-piperidi 

methyibutyI]benzcncsulfonainidc 




Ct 



4-chloro-N-(2,5-d!chlorophenyl)-N-[4-[[3-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyI)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-inethylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 3-(methylsulfonyl- 

methyl)piperidine. Yield=77%; MS (ESI+), 581GvI+H)+. 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(4-methylthio)- 1 -piperidinyl]- 1 (R)- 
methylbutyl]ben2enesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 4-(methylthio)- 

piperidine. Yield=88%; MS (ESK), 535(M+H)+. 



EX A MP)UE 8? 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(4-methylthio)-l-pipcridinyl]-l(R)- 
methy Ibuty 1] benzenesulfonamide 




o=s=o 




CI 
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EXAMPLE 

4-chloro-NK2,5-dichlorophenyl)-N-[4-[(4-mcthylsuIfonyl)-l-piperidiayI] 

mcthylbutyI]benzenesulfonamidc 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(4-niethylsulfonyl> 1 -pipcridinyl]- 1 (R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chIoro-N-(2,5-dichlorophenyl)-N-(3-(2-' 
((methylsulfonyl)niethyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesuIfoM by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonaniide with 4-(methylsulfonyl)- 
piperidine. Yield=92%; MS (ESI+), 567(M+H)"^. 



10 EXAMPLE 84 

4-chloro-N-(2,5-dichlorophenyI)-N-[4«l(3-methyUhio)-l.piperidinyll-l(R). 
metbylbuty I] benzenesulfonamidc 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylthio)-l-piperidinyl]-l(R)-Tnethylbutyl]- 
15 benzenesulfonamidc was prepared analogous to 4-chloro-N-(2,5~dichlorophenyl)-N-(3-(2-((melhyl- 
sulfonyl)niethyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)ben2enesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 3-(methylthio)piperidine. 
Yield=89%; MS (ESK), 535(M+H)-^. 
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EXAMPLE 85 

4-chlororN-(2,5-dichlorophenyl)-N-I4-[(3-methylsuIfonyl)-l-piperidinyll-l(^^ 

incthylbutyl]bcnzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-inethylsulfonyl)- 1 -piperidinyl]- 1 (R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4*chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)--l--piperidinyl)-l(R)-rTiethylpropyl)benzenesulfonarnide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyI-4-broinobutyl]benzencsulfonamide with 3-(methylsulfonyl)- 

piperidine. Yield=93%; MS (ESI+), 567(M+H)+. 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylthio)- 1 -pyrrolidinyl]- 1 (R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((inethylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)-l-niethyl-4-bromobutyl]benzenesulfonamide with 3-(methylthio)- 

pyrrolidine. Yield=86%; MS (ESI+), 521(M+H)+. 



EXAMPLE 86 

4-chloro-N-(2,5-dichlorophenyl)-N-{4-((3-methylthio)-l-pyrrolidinylI-l(R)- 
inethylbutyI]benzenesulfonamide 




o=s=o 




CI 
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EXAMPLE «7 

4-chloro-N-(2,S-dichIorophenyl)-N-[4-[(3-methylsuIfonyl)-l-pyrrolidinyI]-l^^ 

methylbutyI]benzenesulfonainide 




CI 



10 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylsulfonyl)- 1 -pyrrolidinyl]- l(R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)" 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl -4-bromobutyl]benzenesulfonamide with 3-(methylsulfonyl)- 
pyrrolidine. Yield=88%; MS (ESI+), 553(M+H)-^. 

EXAMPLE gS 

4-chloro-N-(2,5-dichlorophenyI)-N-(4-(2-(((R)-methylsulfonyl)methyl)-l-pyrroUdinyI)-l 

methylbutyI)benzenesulfonainide 



4-chloro-N-.(2,5-dichlorophenyl)-N-(4-(2-(((R)-methylsulfonyl)methyl)- 1 -pyrrolidinyl)- 1 (R)- 
methylbutyl)benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-mcthylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with (R)-(2-(mcthyl- 
sulfonyl)methyl)pyrrolidine. Yield=10 %; yellow oil: IR (neat, CH2CI2) 1349, 1301, 1166, 1130, 

1094, 622, cm-1; MS (ESI+), 569(M+H)+. 
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EXAMPLE 89 

4-chloro-N-(2,S-dichlorophenyI)-N-(4-(2-(((S)-methylsuIfonyI)methyl)-l-pyrro^ 

methylbutyI)benzencsuIfonaniide 




o 



5 4.chloro-N-(2,5-dichlorophenyl)-N-(4-(2-(((S)-methylsulfonyl)methy 1) 1 -pyrrolidinyl)- 1 (R)- 

methylbutyl)benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2« 
((methylsulfonyl)niethyl)-l-piperidiny])-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonaniide with (S)-(2-(methyl- 
sulfonyl)methyl)pyrrolidine. Yield=43 %; yellow oil: IR (neat, CH2CI2) 1467, 1350, 1302, 1167, 

10 1094, 622, cm-1; MS (ESI+), 569(M+H)+ 



4.chIoro-N-(2,5-dichlorophenyl)-N.[5-[3-I(raethyIsulfonyl)methyl]-l.piperidinyll-l(RV 

mcthylpentyl] benzenesulf onamidc 




CI 



1 5 4-chloro-N-(2,5-dichlorophenyl)-N-[5-[[3-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)- 

methylpentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-'((methy lsulfonyl)methyl)- 1 -piperidiny 1)- 1 (R)-methy lpropyl)bcnzenesulfonamide by reacting 4- 
chloro-N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]benzenesulfonamide with 3-(methyl- 

sulfonylniethyl)piperidine. Yield=74%; MS (ESR), 595(M+H)-*'. 
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EXAMPLE 91 

4-chloro-N-(2,5-dichloropbenyI)-N-[5-[(4-methylsulfonyl)-l-pipcridinyl]-l(R)- 
methyipentyl] benzenesulfonamide 




4-chloro-N-(2,5-dichlorophenyl)-N-[5-[(4-methylsulfonyl)- 1 -piperidinyl]- 1 (R)-methylpentyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonaniid^ by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]benzenesulfonamide with 4-(methylsulfonyl)- 
pipcridine. Yield=79%; MS (ESI+), SSUM+H)"^. 



10 gXAMPLE 9? 

4-chloro-N-(2,5-dichlorophenyl)-N-[5-[(3-methylsulfonyl)-l-piperidinyl]-l(R)- 
methylpentyljbenzenesulfonamide 




CI 



4.chloro-N-(2,5-dichlorophenyl)-N-[5-[(3-methylthsulfonyl)- 1 -piperidinyl]- 1 (R)-methyl- 
15 pentyl]benzenesulfonaniide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl>N-(3-(2- 
((methyIsulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)-l -methyl-5-bromopentyl]benzenesulfonaniide with 3-(methylsulfonyl)- 
piperidine. Yield=82%; MS (ESI+), 581(M+H)+. 
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EXAMPLE 93 

4-chloro-N-(2,5-dichlorophenyI)-N-{5-[(3-methylsulfonyl)-l-pyrrolidinyl^ 

mcthylpentyllbeiizenesulfonainide 

XI 

c 

cr^^ ^N^ ^ ^ 




4-chloro-N-(2,5-dichlorophenyl).N-[5-[(3-methylthsulfonyl)- 1 -pyrrolidinyl]- 1 (R)-methyl- 
pentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)- l-piperidinyl)-l(R)-methylpropyl)benzenesulfonainide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]benzenesulfonamide with 3-(niethylsulfonyl)- 
pyn-olidine. Yield=72%; MS (ES1+), 567(M+H)+. 



10 EXAMPLE 94 

4-chloro-N-(2,5-dichlorophenyI)-N-(5-(4-((methylsulfonyl)methyI)-l-piperidinyi)-l(R)- 

methylpentyl)benzenesulfonamide 

.CI 




4-chloro-N-(2,5-dichlorophenyl)-N-[5-[[4-(methylsulfonyl)niethyl]-l-piperidinyl]-l(R)- 
15 methylpentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4- 
chloro-N-[2,5-dichlorophenyl]-N-[(R)- 1 -niethyl-5-broniopentyl]benzenesulfonaniidc with 4- 
(methylsulfonylmethyl)piperidine. Yield=68%; yellow oil: IR(neat, CH2CI2) 1467, 1301, 1166, 1136, 

1093, 622 MS (ESI+), 595(M+H)+. 
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EXAMPI^E 95 

4-chloro-N-(2,5-dichlorophenyl)-N-(5-(2-((metbyIsulfonyI)methyl)-l-piperidinyl)-l^^^ 

methylpentyObenzenesulfonamidc 




5 4.chloro-N-(2,5-dichlorophenyl)-N-[5-[[2-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)- 

methylpentyljbenzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4- 
chloro-N-[2,5-dichlorophenyl]-N-[(R)- 1 -melhyl-5-bromopenty l]benzenesulfonamide with 2-(methyl- 
sulfonylniethyl)piperidine. Yield=73 %; yellow oil: IR (neat, CH2CI2) 1467, 1297, 1166, 1139, 1094, 

10 623, cm-1; MS (ESR), 595(M+H)-^. 



EX AM PL E 96 

4-chloro-N-(2,5-dichlorophenyI)-N-(3-(2-carboxymethyI-3-thiazolidinyl)-l(R)- 
methyIpropyl)benzenesuIfonaiiiidc 




CI 



1 5 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxyniethyl-3-thiazolidinyl)- 1 (R)-methylpropyl)- 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropy l)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonaniide with 2-carboxymethyl-3- 
thiazolidine. Yield=6%; White powder: IR (KBr) 1747, 1467, 1352, 1166, 1094, 622 cm-'; MS 

20 (ESI+), 537 (M+H)+. 
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EXAMPT.F Q7 

4*chloro*N-(2,5-dichIorophenyl)-N-(3-(2-carboxymethyl-3-thiazolidinyl)-l(R)- 
methylpropyl)benzenesulfonamide 

I I S 

o=s=o ^ — / 




CI 



5 4-chloro-N<2,5-dichlorophenyl)-N-(3-(2-carboxymethyl-3-thiazolidinyl)-l(R)-methylprop 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 2-carboxymethyl-3- 
thiazolidine. Yield=7%; White powder: IR (KBr) 1747, 1467, 1352, 1167, 1094, 622 cm"!; MS 
10 (ESI+), 537(M+H)+. 

EXAMPLE 9« 

4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-carboxymethyl-3-thiazolidinyl)-l(R)- 

methyIbutyI)benzenesulfonamide 



OMe 




CI 



1 5 4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-carboxymethyl-3-thia2olidinyl)- 1 (R)-methylbutyl)- 

benzenesulfonamide was prepared analogous to 4.chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 2-carboxyniethyl-3- 

thiazolidine. Yield==25%; MS (ESI+), 551(M+H)+. 
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EXAMPT.F QQ 

4-chloro-N-(2,5-dichlorophenyI)-N-(5-(2-carboxymethyI-3-thiazolidinyl)-l(R)- 
methylpentyI)benzcnesulfonamidc 




5 4-chloro-N-(2,5-dichlorophenyl)-N-(5-(2-carboxymethyl-3-thiazolidinyl)-l(R)-methylpen 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyI)-N-(3-(2- 
((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)ben2enesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]ben2enesulfonamide with 2-carboxymethyl-3- 
thiazolidine. Yield=39%; Colorless oil: IR (neat, CH2CI2) 1748, 1467, 1352, 1167, 1095, 623 cm"'; 
1 0 MS (ESI+), 565(M+H)+. 



EXAMPLE 100 

4-chloro-N-(2,5-dichlorophenyl)-N-(3-(5-carboxymethyl-3-thiazolidinyl)-l(R)- 
methylpropyl)beiizenesuIfonamide - 




CI 



1 5 4-chloro-N-(2 ,5-dichlorophenyl)-N-(3-(5-carboxymelhyl-3-thiazolidiny 1)- 1 (R)-methylpropyl)- 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonaniide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 5-carboxymethyl-3- 
thiazolidine. Yield=31%; Colorless oil: IR (neat, CH2CI2) 1742, 1467, 1352, 1167, 1094, 622 cm"'; 

20 MS (ESI+), 539 (M+H)"^. 
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gXAMPLF 1Q1 

4-chloro-N-(2,S-dichlorophcnyl)-N-(3-(5-carboxymethyl-3-thiazoIidinyl)-l(R)- 
incthylpropyl)benzenesuironamide 
X\ MeO^ 




5 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(5-carboxymethyl-3-thiazolidinyl)-l(R)-methyIpropy^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)rnethyl)-l-piperidinyl)--l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N*[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 5-carboxymethyl-3- 
thiazolidine. Yield=21%; Colorless oil: IR (neat, CH2CI2) 1738, 1467, 1351, 1167, 1095, 622 cm*!; 
1 0 MS (ESI+), 539 (M+H)+, 



EXA MPLE 102 

4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3-thiazolldinyl)-l(R)- 
methylpropyl)benzenesulfonamide 

o=s=o ^ — / 




CI 



15 To a stirring solution of 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxymethyl-3- 

thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide (109 mg, 0.203 mmol) in methanol (20 mL) was 
added 50% aqueous KOH (1.0 mL) and the mixture was stirred at room temperature for 18 hours. The 
solvent was removed and the crude mixture was dissolved in CH2CI2 and washed with IN HCl. The 
CH2CI2 layer was dried over Na2S04 and evaporated to give crude product. Purification was 

20 performed over silica gel using 5-10% methanol in CH2CI2 with 0.5% NH4OH to afford 4-chloro-N- 
(2,5-dichlorophenyl)-N-(3-(2-carboxy-3-thiazolidinyl)- 1 (R)-methylpropyl)benzenesulfonamide as a 
beige foam in 66% yield. IR (KBr) 1467, 1351, 1 167, 1094, 753, 622 cm'l; MS (ESI+), 523 (M+H)"^. 
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EXAMPLE 10:^ 

4-chloro-N-(2,5-dichIorophenyI)-N-(4-(2-carboxy-3-thiazolidinyI)-l(R)- 
inetbylbutyl)benzenesulfonamide 



OH 




o=s=o 




Ci 



4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-carboxyO-thiazolidinyl)-l(R)-methylbutyI)^ 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3- 
thiazolidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(4-(2-carboxymethyl-3-thiazolidinyl)-l(R)-methylbutyl)ben2enesulfonaniide with 50% aqueous KOH. 
Yield=77%; White foam: IR (KBr) 1467, 1351, 1 167, 1093, 753, 622 cm"!; MS (ESI+), 537 (M+H)+. 



4-chloro-N-(2,5-dichlorophenyl)-N-(5-(2-carboxy-3-thiazolidinyl)-l(R)-methylpentyl)benzene- 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3- 
thiazolidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(5-(2-carboxymethyl.3-thiazolidinyl)-l(R)-methylpentyl)benzenesulfonamide with 50% aqueous KOH. 
Yield=67%; White foam: IR (neat, CH2CI2) 1467, 1350, 1167, 1093, 753, 622 cm"!; MS (ESI+), 553 
(M+H)+. 



EXAMPLE 104 



4-chloro-N-(2,5-dichlorophenyl)-N-(5-(2-carboxy.3-thiazoIidinyl)-l(R)- 
methylpentyObenzenesulfonamide 




CI 



.0050391 A 1_L> 



wo 00/50391 PCTAJSOO/04560 

EXAMPLE I Of; 

4-chloro-N-(2,5-dichlorophenyI)-N-(3-(5-carboxy-3-thiazolidinyi)-l(R)- 
inethylpropyl)benzenesuIfonainide 




4-chloro-N-(2,5-dichlorophenyl)-NK3-(5-carboxy-3-thiazolidinyl)-l(R)-methyIpro 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl).N-(3-(2-carboxy-3- 
thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamidc by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(3-(5-carboxymethyl-3-thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide with 50% aqueous KOH. 
Yield=70%; White foam: IR (KBr) 1467, 1350, 1 167, 1094, 753, 622 cm"!; MS (ESI+), 525 (M+H)+. 



10 EXAMPLE 106 

4-chloro-N.(2,5-dichlorophenyI)-N-(4.(5-carboxy-3-thiazolidinyl)-l(R)- 
inethylbutyl)benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-(4-(5-carboxy-3-thiazolidinyl)-l(R)-methylbutyl)bcnzene- 
15 sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3- 
thiazolidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(4-(5-carboxymethyl-3-thiazolidinyl)-l(R)-methylbutyl)benzenesulfonamide with 50% aqueous KOH. 
Yield=45%; White powder: IR (KBr) 1467, 1350, 1167, 1094, 754, 622 cm'l; MS (ESI+), 537 
(M+H)+. 
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EXAMPLE 107 

4-chloro-N-(2,S-dichlorophenyl)-N-(5-(5-carboxy-3-thiazolidinyl)-l(R)- 
inethylpentyI)bcnzenesulfonaniide 
.CI HO^ 

(I ~ 



cr N \^^N 

•s 




5 4-chloro-N-(2,5-dichlorophenyl)-N-(5-(5-carboxy-3-thiazolidinyl)-l(R)-methylpenty 

sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3.(2-carboxy-3- 
thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichIorophenyl)-N- 
(5-(5-carboxymethyl-3-thiazolidinyl)-l(R)-methylpentyl)benzenesulfonamide with 50% aqueous KOH. 
Yield=34%; White powder: IR (KBr) 1467, 1350, 1167, 1094, 754, 623 cm'^; MS (ESI+), 551 
10 (M+H)+. 



EXAMPLg j08 

4-chloro-N-(2,5-dichlorophenyl)-N-[5-[N-(2,5-dichlorophenyl)-N-[(4- 
chIorophenyl)sulfonyI]amino]-l(R)-methylpentyI]bcnzenesuIfonainide 




CI 



15 4-chloro-N-(2,5-dichlorophenyl)-N-[5-|>J-(2,5-dichlorophenyl)-N-[(4-chlorophenyl)- 

sulfonyl]amino]-l(R)-methylpentyl]benzenesulfonaniide was prepared analogous to 4-chloro-N-(2,5- 
dichlorophenyI)-N-[4-[[4-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)-methylbutyl]benzene- 
sulfonamide by reacting 4-chloro-N-(2,5-dichIorophenyl)-N44-bronio-l(R).methylbutyl]benzene- 
sulfonamide with 4-chloro-N-(2,5-dichlorophenyl) benzenesulfonamide. Yield=20%; MS (ESI+), 

20 771(M+NH3)"*". 
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EXAMPLE 1109 

4-chIoro-N-(5-chloro-2-fluorophcnyl)-N-[4-((methyIsulfonyl)amino]-l(R)- 
methylbutyI]bcnzenesuIfonainide 




5 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[(methylsuIfonyl)amino]-l(T^^ 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichIorophenyl)-N-[4-[[4- 
(niethylsulfonyl)methyl]-l-piperidinyl]-l(R)-niethylbutyl]benzenesulfonamid by reacting 4-chloro-N- 
(5-chloro-2-fluorophenyl)-N-[4-bromo- 1 (R)-mcthylbutyl]benzenesulfonamide with methane- 

sulfonamide. Yield=89%; MS (ESI+), 483(M+H)-*'. 

10 EXAMPLE 110 

4-chIoro-N*(5-chloro-2-fluorophenyI)-N-[4-[(inethylsulfonyl)inethylamino]-l(R)- 

methyIbutyl]benzenesuIfonaniide 




4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[(methylsulfonyl)methylaniino]-l(R)-methy 
1 5 benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4-(methyl- 
sulfonyl)niethyl]-l-piperidinyl]-l(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-(5- 
chloro-2-fluorophenyl)-N-[4-bromo- 1 (R)-methylbutyl]benzenesulfonamide with N-methyl- 
methanesulfonamide. Yield=81%; MS (ESR), 497(M+H)"^. 
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EXAMPf.Fm 

4-chloro-N-(5-chioro-2-fluorophenyl)-N-|4-(4-Enorpholinyl)-l(R)- 
tnethylbutyI]benzenesuIfonamide 




4-cMoro-N-(5-chloro-2-fluorophenyl)-N-[4-(morpholinyl)-l(R)-methylbutyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4-(methyl- 
sulfonyl)methyl]-l-piperidinyl]-l(R)-methylbutyl]benzenesulfonarnide by reacting 4-chloro-N-(5- 
chloro-2-fluorophenyl)-N-[4-bromo- 1 (R)-methylbutyl]benzenesulfonamide with morpholine. 
Yield=87%; MS (ESI+), 475(M+H)*^. 



10 EXAMPLE 112 

4-chloro-N-(2,S-dichlorophenyl)*N-[4-nitro*l(R)-mcthylbutyI]benzenesulfonaini 




CI 



To a solution of 4-chloro-n-(2,5-dichlorophenyl)-n-[(r)- 1 -niethyl-4-bromobutyl]ben2ene- 
sulfonamide (0.216 g, 0.444 mmol) in ether (4 mL) was added AgN02 (0.410 g, 2.67 mmol) at 22 ""C. 
15 The resulting mixture was allowed to stir at 22 for 4 days and the mixture was filtered and 
concentrated under reduced pressure. Silica gel chromatography (1:9 ethyl acetate:hexanes) of the 
concentrate afforded 0.129 g of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyM-nitrobutyl]- 
benzenesulfonamide as a light brown oil in 64% yield. MS (ESI) 451.1 (m+h). 
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EXAMPLg m 

4-chloro-N-(2,5-difluorophenyl)-N-[4-nitro-l(R)-methylbutyl]beiizenesulfonamide 




NO2 



To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyM-bromobutyl]benzene- 
sulfonamide(0.194 g, 0.427 mmol) in ether (4 mL) was added AgNOj (0.395 g, 2.56 mmol) at 22 ''C. 
The resulting mixture was allowed to stir at 22 **C for 4 days. The mixture was filtered and 
concentrated under reduced pressure. Silica gel chromatography (1:9 ethyl acetate:hexanes) of the 
concentrate afforded 0.0913 g of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-4-nitrobutyl]]- 
benzenesulfonamide as a hght brown oil in 50% yield. MS (ESI) 419.1 (M+H). 



10 E XA MVhl^l U 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-nitro-l(R)-inethylbutyi]benzenesulfon-aniidc 




Cl 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l -methyl-4-bromobutyl]- 
benzenesulfonamide (0.150 g, 0.320 mmol) in ether (4 mL) was added AgN02 (0.296 g, 1.92 mmol) at 
15 22 ^C, The resulting mixture was allowed to stir at 22 °C for 4 days. The mixture was filtered and 
concentrated under reduced pressure. Silica gel chromatography (1:9 ethyl acetate:hexanes) of the 
concentrate afforded 0.0746 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)- 1 -methyl-4- 
nitrobutyl]benzenesulfonamide as a light brown oil in 53% yield. MS (ESI) 435.1 (M+H). 
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EXAMPLE 



4-chIoro-N-f2,5-dichIorophenyl]-N-((R)-l-methyl-4-(acetylamino)butyl] benzenesulfonamide 




CI 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R].l-methyl-4-aminobutyl]benzene- 



5 sulfonamide (35.0 mg, 0.083 mmol) in CH2CI2 (2 mL) was added acetic anhydride (0.024 mL, 0.249 
mmol) and pyridine (0.027 mL, 0.332 mmol) at 0 °C. The resulting mixture was allowed to stir at 22 
^^C overnight. To the reaction was added sat. sodium bicarbonate (20 mL). The product was extracted 
with CH2CI2 (2 X 20mL), dried over Na2S04, filtered^ and concentrated under reduced pressure. Silica 
gel chromatography (1:4 ethyl acetaterhexanes) of the concentrate afforded 37.8 mg of 4-chloro-N-[2,5- 
10 dichlorophenyl]-N-[(R)-l-methyl-4-.(acetylamino)butyl]benzenesulfonamide as a coloriess oil in 98% 
yield. MS (ESI) 463 (M+H). 

EXAMPI,F,n6 

4.chloro-N-(2,5-dichlorophenyl)-N- [4- [ [ [(S)hy droxy ] phenylmethyl] carbonyl] amino]-l (R)- 

methylbutyljbenzenesulfonamide 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(S)hydroxy]phenylmethyl]carbonyl]amino]-l(R)- 
methylbutyl]benzcnesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)- 
l-methyl-4-(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N- 
[R]-l-methyl-4-aminobutyl]benzenesulfonamide with (S)-O-acetyl-mandelic chloride. Yield=64%; MS 




15 



CI 



20 (ESI+), 555(M+H)+. 
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EXAMPLE 117 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(R)hydroxy)phcnyImethyl]carbonyl]amino]-^ 

methylbutyllbenzencsulfonamide 




C! 



5 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(R)hydroxy]phenylmethyl]carbonyl]amm^ 



methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)- 
l-niethyl-4-(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N- 
[R]-l-methyl-4-aminobutyl]benzenesulfonamide with (R)-0-acetyl-niandelic chloride. Yield=57%; 

MS (ESI+), 555(M+H)+. 



CI 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(l , 1 -dimethylethyl)carbonyl]amino]- 1 -methylbutyl]- 
15 benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl- 

4-aminobutyl]benzenesulfonamide with pivaloyl chloride. Yield=86%; MS (ESR), 505(M-hH)"**. 



10 



EXAMPLE 118 

4-chloro*N-(2,5-dichlorophenyI)-N-[4-[[(14-diinethylethyI)carbonyI]amino]-l- 

methylbutyI]benzenesulfonamide 
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EXAMPLE 119 

4*chloro-N*(2,5-dichlorophenyl>-N-[4-[[(phenyl)carbonyl]amino]-l- 
inethyIbutyl]benzenesulfonainide 




CI 



5 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(phenyl)carbonyl]amino]-l(R)-methylbuty 

sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichloropheny]]-N-[(R)- 1 -methyl-4- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl- 
4-aminobutyl]benzenesulfonaniide with benzoyl chloride. Yield=84%; MS (ESI+), 525(M+H)'^. 

10 4>chIoro-N-(2,5-dichlorophenyI)-N-[4-[[(methoxy)carbonyl]amino]-l- 

methylbutyl]benzenesulfonatnide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(methoxy)carbonyl]amino]-l(R)-methylbutyl]ben2ene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-.methyl-4- 
15 (acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl- 
4-aminobutyl]benzenesulfonamide with methyl chloroformate. Yield=96%; MS (ESH-), 479(M+H)"^, 
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# 



EXAMPLE 121 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-|[(l,l>dimethylethoxy)carbonyl]ainino]-l- 

tnethylbutyl] benzenesulfonamide 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[( 1 , 1 -dimethylethoxy)phenylmethyl]carb^ 
l(R)-methylbutyl]benzenesulfonamide was prepared analogous to 4«chloro-N-[2,5-dichlorophenyl]-N- 
[(R)-l-methyl-4-(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]- 
N-[R]-l-methyl-4-aminobutyI]benzenesulfonamide with di-tert-butyl dicarbonate. Yield=91%; MS 
(ESI+), 521(M+H)"^. 



10 EXAMPLE 122 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(phcnoxy)carbonyl]ainino]-l- 
methylbutyl] benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(phenoxy)carbonyl]amino]-l(R)-methylbutyl]ben^^ 
15 sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyM- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl- 
4-aminobutyl]benzenesulfonamide with phenyl chloroformate. Yield=82%; MS (ESI+), 541(M+H)"^. 
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EXAMPLE 123 

4-chloro-N-(2,5-dichIorophcnyI)-N-[4-[[(benzoxy)carbonyl]amino]-l- 
methyIbutyl]benzcnesulfonamide 

.CI 




4-chloro-N-(2,5-dichlorophenyl)-N44-[[(benzyloxy)carbonyl]amino]-l(R)-meA^ 
benzenesulfonamide was prepared analogous to 4-chloro-.N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]- 1 -methyl- 
4-aminobutyl]benzenesulfonamide with benzyl chloroformate. Yield=81%; MS (ESI+), SSSCM+H)"^. 



10 4-chloro-N-(2,5-dichIorophenyl)-N-I4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amm 

methylbutyl] benzenesulfonamide 




CI 



To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-4-a^linobutyl]benzene- 
sulfonamide (0.207 g, 0.463 mmol) in THF (3 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2- 
15 dione (0.0963 g, 0.486 mmol) dissolved in THF (2 mL) at 22 under nitrogen atmosphere. The 

resulting mixture was allowed to stir at 22 ""C for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetate:hexanes) of the concentrate afforded 0.135 g of 
4-chloro-N-(2,5-dichlorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R)-methyl- 
butyl]benzenesulfonamide as a white solid in 50% yield. MS (ESI) 559.2 (M+H). 
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EXAMPLE 125 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine^ 

mcthylbutyljbenzencsulfonamidc 




5 To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-4-aminobutyl]- 

benzenesulfonamide (0.185 g, 0.455 mmol) in THF (4 mL) was added 3,4-diisopropoxy-3-cyclobutene- 
1,2-dione (0.0948 g, 0,478 mmol) dissolved in THF (2 mL) at 22 under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetaterhexanes) of the concentrate afforded 0.182 g of 
10 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R)- 
methylbutyljbenzenesulfonamide as a white solid in 74% yield. MS (ESI) 543.2 (M+H). 

EXAMPLE 126 

4-chloro-N-(2,5-difluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-]-cyclobutenyI)amine-](R)- 

methylbutyljbenzcnesuifonamide 




15 

To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)- 1 -methyl -4-aminobutyl]benzene- 
sulfonamide (0.243 g, 0.635 mmol) in THF (7 mL) was added 3,4«diisopropoxy-3-cyclobutene-l,2- 
dione (0.138 g, 0.698 mmol) dissolved in THF (3 mL) at 22 ""C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 ""C for 12 h. The mixture was concentrated under reduced 
20 pressure. Silica gel chromatography (3:7 ethyl acetate:hexanes) of the concentrate afforded 0.135 g of 
4-chloro-N-(2,5-difluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R)- 
methylbutyl]benzcnesulfonamide as a white solid in 47% yield. MS (ESI) 527.2 (M+H). 
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EXAMPLE 127 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-(2-isopropoxy-3»4-dioxo-l-cycIobutenyI)amine-l(R)^ 

methy ipropy I] benzenesulfonamide 




0=5=0 H o 




5 



To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-3-aminopropyl]ben2ene- 



sulfonamide (0.328 g, 0.805 mmol) in THF (6 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2- 
dione (0.176 g, 0.885 mmol) dissolved in THF (2 mL) at 22 under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetate:hexanes) of the concentrate afforded 0.185 g of 
1 0 4-ch]oro-N.(2,5-dichlorophenyl)-N-[3-(2-isopropoxy-3,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)- 
methylpropyl]benzene-sulfonamide as a white solid in 80% yield. MS (ESI) 545 (M+H). 



4-chloro-N"(5-chloro-2-fluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-.cyclobutenyl)amine-l(R)- 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-3-aminopropyl]- 
benzenesulfonamide (0.389 g, 0.995 mmol) in THF (7 mL) was added 3,4-diisopropoxy-3'Cyclobutene- 
1,2-dione (0.217 g, 1.09 mmol) dissolved in THF (3 mL) at 22 **C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 for 12 h. The mixture was concentrated under reduced 
20 pressure. Silica gel chromatography (3:7 ethyl acetate:hexanes) of the concentrate afforded 0.243 g of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[3-(2-isopropoxy-3,4-dioxo- 1 -cycIobutenyl)amine- 1 (R)- 
methylpropyljbenzenesulfonamide as a white solid in 46% yield. MS (ESI) 529.1 (M+H). 



EXAMPLE 128 



methylpropyl] benzenesulfonamide 




15 



CI 
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example; 129 

4-chloro-N-(2,5-difluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R^ 

methylpropyl]bcnzencsulfonainidc 

O 




5 To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-inethyK3-aminopropyl]benzene- 

sulfonamide (0.401 g, 1.07 mmol) in THF (6 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2-dione 
(0.233 g, 1.18 mmol) dissolved in THF (4 mL) at 22 under nitrogen atmosphere. The resulting 
mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced pressure. 
Silica gel chromatography (3:7 ethyl acetate :hexanes) of the concentrate afforded 0.392 g of 4-chloro- 
1 0 N-(2,5"difluorophenyl)-N-[3-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)-methylpropyl]- 
benzenesulfonamide as a white solid in 71% yield. MS (ESI) 513.1 (M+H). 

EXAMPLE 130 

4-chloro-NK2,5-dichlorophenyI)-N-(3-I2-[4-chloro-N-(2,5-dichlorophenyl)-N-[(3-amino)-l(R)- 
inethylpropyI]benzenesulfonaniide]-3,4-dioxo-l-cyclobutenyl]amine-l(R)- 
15 methyIpropyl]benzene$ulfonamjdc 




H » 



o=s=o 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-4-aminobutyl]benzene- 
sulfonamide (0.125 g, 0.367 mmol) in methanol (3.0 mL) was added 4-chloro-N-(2,5-dichlorophenyl)- 
N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)-methylpropyl]benzenesulfonamide (0. 1 67 g, 
20 0.306 mmol) at 22 ®C. The resulting mixture was heated to reflux for 12 hours. The desired compound 
precipitated while the mixture cooled to 22 °C. The mixture was filtered, washed with ethyl acetate (4 
mL X 2), and dried under reduced pressure to afford 0.140 g of 4-chloro-N-(2,5-dichlorophenyl)-N•[3- 
[2-[4-chloro-N-(2,5-dichlorophenyl)-N-[(3-amino)-l(R)-methylpropyl]benzenesulfonamide]-3,4-dioxo- 
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l-cyclobutenyl]amine-l(R)-methylpropyl]benzenesulfonamide as a white solid in 52% yield. MS (ESI) 
893.1 (M+H). 



To a solution of 4-chloro-N-(5-fluoro-2-chlorophenyl)-N-[(R)- 1 -methyl-4-aminobutyl]- 
benzenesulfonamide (0.189 g, 0.483 mmol) in methanol (4.0 mL) was added 4.chloro-N-(5-fluoro-2- 

1 0 chlorophenyl)-N-[4.(2-isopropoxy-3,4.dioxo- 1 -cyclobutenyl)-amine- 1 (R> 

methylpropyljbenzenesulfonamide (0.214 g, 0.403 mmol) at 22 °C. The resulting mixture was heated 
to reflux for 12 hours. The desired compound precipitated while the mixture cooled to 22 "^C. The 
mixture was filtered, washed with ethyl acetate (4 mL X 2), and dried under reduced pressure to afford 
0.174 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[3-[2-[4-chloro-N-(5-chloro-2-fluorophenyl)"N-[(3- 

1 5 amino)- 1 (R)-methylpropyl]benzenesulfonamide]-3,4-dioxo- 1 -cyclobutenyl]amine- 1 (R)- 
methylpropyljbenzenesulfonamide as a white solid in 50% yield. MS (ESI) 861.1 (M+H). 



EXAMPI^E ?3 1 



5 



4-chloro-N-(5-chloro-2-fluorophenyl)-N-(3-[2-[4-chloro-N-(5-chloro-2-nuoropheDyl)-N-[(3- 
amino)-l(R)-methylpropyI]benzcnesuIfonamide]-3,4-dioxo-l-cyclobutcnyl]amine-l(R)- 

niethylpropyl]benzenesulfonaniide 
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EXAMPLE 132 

4-chloro-N-(2,5.dinuorophenyl)-N-[3-[2-I4-chloro-N-(2,5-dinuorophenyI)-N-[(3-amino 
methylpropyl]benzenesulfonainide]-3,4-dioxo-l'Cyclobutenyl]aiiune-l(R)- 
S met hylpropyl] bcnzenesulfonamidc 




To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)- 1 -methyl -4-aminobutyl] -benzene- 
sulfonamide (0.140 g, 0.374 mmol) in methanol (3.0 mL) was added 4-chloro-N-(2,5-difluorophenyl)- 

1 0 N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)-methylpropyl]benzenesulfonamide (0. 1 59 g, 
0.31 1 mmol) at 22 °C. The resulting mixture was heated at reflux to 12 hours. The desired compound 
precipitated while the mixture cooled to 22 °C . The mixture was filtered, washed with ethyl acetate (3 
mL X 2), and dried under reduced pressure to afford 0.124 g of 4-chloro-N-(2,5-difluorophenyl)-N-[3- 
[2-[4-chloro-N-(2,5-difluorophenyI)-N-[(3-amino)-l(R)-methylpropyl]benzenesulfonamide]-3,4-dioxo- 

15 l-cyclobutenyl]amine-l(R)-methylpropyl]benzenesulfonamide as a white solid in 48% yield. MS (ESI) 
827.2 (M+H) 

EXAMPLE 133 

4-chloro-N-[5-chloro-2-(hydroxyinethyl)phcnyI]-N-[4-(ethyltbio)]-l-(R )- 
methyibutyI]benzenesulfonamide 



OH 



20 




To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4- 
bromobutyl-benzenesulfonamide (0.650 g, 1.24 mmol) in tetrahydrofuran (2 mL) was added sodium 
thioethoxide (0.115 g, 1 .36 mmol) under nitrogen at 0 **C. The mixture was stirred overnight at 22 **C. 
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The mixture was quenched with 2M NaOH (3 mL), extracted with ethyl ether (2 x 20 mL). dried over 

Na2S04, and fihered. The organic solvent was concentrated under reduced pressure. Silica gel 

chromatography (1:9 ethyl acetate:hexanes) afforded 0.500 g of 4-chloro-N-[5-chloro-2. 

(hydroxymethyl)phenyl]-N-[4-(ethylthio)]-l.(R)-methylbutyl]ben2enesulfonamide as a yellow oil in 
5 87% yield. MS (ESI+), 462(M+HH. 



EXAMPLE 134 

4-chloro-N.I5-chloro-2.(hydroxymethyI)phenyl]-N- [ 1 (R)-methyl-(4. 
metIiyUhio)butyI]beiizencsulfonamide 



OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl].N-[4-(methylthio)]-l-(R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethylthio)]-l-(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
(acetoxymethyI)phenyl]-N.[(R).l.methyl-4-bromobutyl-benzenesulfonamide with sodium 

thiomethoxide. Yield=77%; MS (ESI+), 448(M+H)-f . 



EXAMPLE l ^f; 

4-chloro-N-[5-chloro.2.(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-[(l. 
methylethyI)thio]butyl]beiizencsuIfonaiiiide 

OH 




4-chloro-N.[5-chloro-2-(hydroxymethyl)phenyl]-N-[( 1 -methylethyl)thio]-l -(R)-methylbutyl]- 
20 benzenesulfonamide was prepared analogous to 4.chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethylthio)]- 1 -(R)-methylbutyl]ben2enesulfonamide by reacting 4-chloro-N-[5-.chloro-2- 
(acetoxymethyl)phenyl]-N-[(R)- 1 -methyM-bromobutyl-benzenesulfonamide with sodium thio-iso- 
propoxide. Yield=84%; MS (ESI+), 476(M+H)+. 
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EXAMPLE 136 

4-cbloro-N-[S-chlor€H2-(hydroxymethyI)phenyl]-N-{l(R)-methyI-(4-[(l,l- 
dimethylethyI)thioIbutyl]beiizenesulfonainide 

OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N.[ l(R)-methyl-(4-[( 1,1- 
dimethylethyl)thio]butyl]benzenesul fonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(ethylthio)]- 1 -(R)-methylbutyl]benzenesulfonamide by reacting 4- 
chloro-N-[5-chloro-2-(acetoxymethyl)pheny 1] -N-[(R)- 1 -methyl-4-bromobutyl-ben2enesulfonamide 
with sodium thio-tert-butoxide. Yield=84%; MS (ESI+), 490(M+H)+. 



10 E X AMPL E 1 3 7 

4-chloro*N-[S-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-mcthyl-(4- 
phenylthio)butyl]benzenesulfonainide 
OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-(phenylthio)]-l-(R)-methylbutyl]- 
15 benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethylthio)]- 1 -(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N«[5-chloro-2- 
(acetoxymethyl)phenyl]-N-[(R)- 1 -methyl-4-bromobutyl-benzenesulfonamide with sodium 

thiophenoxide. Yield=79%; MS (ESI+), 510(M+H)+. 
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EXAMPLE 

4-ethylthio-N-[5-chloro-2-(hydroxyinethyl)phenyl]-N-[l(R)-inethyl-(4- 
ethylthio)butyl]benzenesulfonaniide 

OH 




5 To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4- 

bromobutyljbenzenesulfonamide (1.00 g, 1.91 mmol) in DMF (4 mL) was added sodium thioethoxide 
(0.535 g, 7.63 mmol) under nitrogen at 0 ^^C. The mixture was stirred overnight at 22 °C. The mixture 
was quenched with HjO (3 mL), extracted with ethyl ether (2 x 20 mL), dried over Na2S04, and 
filtered. The organic solvent was concentrated under reduced pressure. Silica gel chromatography (1:9 
10 ethyl acetate:hexanes) afforded 0.123 g of 4.ethylthio-N.[5.chloro-2-(hydroxymethyl)phenyl]-.N-[4- 
(ethylthio)]-l-(R)-methylbutyl]benzenesulfonamide as a yellow oil in 14% yield. MS (ESI+), 488 
(M+H)+. 



EXAMPLE 119 

4.chloro-N-[5-chloro-2-(hydroxymethyl)phenyI].N-|4-[cthyl)sulfonyIJ-l-(R)-methylbutyl] 



benzenesulfonamide 

OH 
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4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI|-N-[4-(ethyl)suirinyll]-]-(R)- 
methy Ibuty 1] benzenesulfonamide 

OH 




To a solution of 4-chloro-N-[5-chloro-2-(hydroxyTnethyl)phenyl]-N-[4-(ethylthio)]-l -(R> 
5 methylbutyl]ben2enesulfonamide (0.088 g, 0.190 mmol) in CH2C12 (2 mL) was added 80% 3- 
chloroperoxybezoic acid (0.062 g, 0.285 mmol) at 0 **C. Stinring was continued for 2 h at 22 ^C. The 
mixture was quenched with H20 (10 mL), extracted with CH2CI2 (2 x 20 mL), dried over Na2S04, and 
filtered. Solvent was concentrated under reduced pressure to afford a yellow oil. Silica gel 
chromatography (2% methanolrCHsCU, 5% methanol iCHjCU) gave 48.7 mg of 4-chloro-N-[5-chloro- 
10 2-(hydroxymethyl)phenyl]-N-[4-[(ethyl)sulfonyl]-l-(R)-methylbuty] benzenesulfonamide in 52% yield 
and 39.8mg of 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-[ethyl)sulfmyl]-l -(R)- 
methylbutyl]benzenesulfonamide in 44% yield; MS (ESI) 494 (M+1); MS (ESI) 478 (M+1). 



EXAMPLE 140 

4-.chioro-N-[5-chloro-2-(hydroxyinethyl)phenyl)-N-[l(R)-methyI-(4- 
1 5 inethylsulfinyl)butyl] benzenesulfonamide 

OH 




4-chloro-N.[5-chloro-2.(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-methylsulfinyl)butyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethy l)sulfinyl]- 1 -(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N. [5-chloro-2- 
20 (hydroxymethyl)phenyl]-N.[4-(methylthio)]- l-(R)-.methylbutyl]benzenesulfonamide with 3- 
chloroperoxybezoic acid. Yield=61%; MS (ESI+), 464(M+H)+. 
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EXAMPLE 141 

4-chloro-N-|5-chloro-2-(hydroxymethyl)phenyl]-N-(l(R).methyI-(4- 
methylsulfonyl)butyl]benzenesulfonaniidc 

OH 




4-chIoro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-methylsulfonyl)butyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
[ethyl)sulfonyl]-l-Gl)-methylbutyl]bcnzenesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl3-N-[-(methylthio)]- 1 -(R)-methylbutyl]benzenesulfonamide with 3- 
chloroperoxybezoic acid. Yield=71%; MS (ESI+), 480(M+H)+. 



EXAMPLE 142 

4-chIoro-N-[5-chloro-2-(hydroxymethyl)phcnyl]-N-[l(R)-methyl-(4-[(l- 
inethylethyI)sulfinyl]butyI]bcnzencsulfonamide 



OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[( 1 -methylethyl)sulfinyl]- 1 -(R)- 
15 methylbutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfinyl].l-(R)-methylbutyl]benzenesulfonamide by reacting 4- 
chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[(l-methyIethyl)thio].l-(R)-methylbutyl]benzene- 
sulfonamide with 3-chloroperoxybezoic acid. Yield=43%; MS (ES1+), 492(M+H)+. 
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EXAMPLE 14^ 

4-chloro-N-[5-chIoro-2-(hydroxymethyl)phenyI]-N-[l(R)-niethyK4-[(l- 
inethylethyl)$ulfonyl]butyI]benzcnesulfonainide 



OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[( 1 -niethylethyl)sulfinyl]- 1 -(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-{ethyl)sulfonyl].l<R)-methylbutyl]ben2enesulfo^^ by reacting 4- 
chloro-N-[5-chloro-2-(hydroxymethyl)pheny 1]-N- [( 1 -niethylethyl)thio]- 1 -(R)-methylbutyl]ben2ene- 
sulfonamide with 3-chloroperoxybezoic acid. Yield=46%; MS (ESH-), 508(M+H)+. 



EXAMPLE 144 

4-chloro-N.I5-chIoro-2-(hydroxyinethyl)phenyl]-N-Il(R).niethyl.(4-I(l,l- 
dimethylcthyl)suIfinyI]butyI]benzenesulfonainide 



OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[ 1 (R)-methyl-(4-[( 1,1- 
dimethylethyl)sulfinyl]butyl]benzenesulfonaniide was prepared analogous to 4.chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfinyl]-l-(R)-methylbutyl]benzenesulfonamide by reacting 4- 
chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N.[l (R).methyl-(4-[( 1 , 1 -dimethylet 
benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=50%; MS (ESI+), 506(M+H)+. 
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EXAMPLE 14*; 

4-chloro-N-{5-chloro-2-(hydroxymethyI)phenyl]-N-ll(R)-inethyl-(4-|(l,l- 
diinethylethyl)sulfonyI]butyl]benzenesuIfonamide 

OH 




5 4-chloro-N-[5 -chloro-2-{hydroxymethyl)phenyl]-N-[ 1 (R)-methyl-(4-[( 1,1- 

dimethylethyl)sulfonyl]butyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4.(ethyl)sulfonyl]-l.(R)-methylbutyl]benzenesulfona by reacting 4- 
chloro-N-[5.chloro-2-(hydroxymethyl)phenyl].N-[l (R)-methyl-(4-[( 1 , 1 -dimethylethyl)thio]butyI]- 
benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=41%; MS (ESI) 522 (M+1). 

10 EXAMPI.E 146 

4-ethylsulfonyl-N-[5-chloro-2*(hydroxyinethyl)phenyi]-N-[l(R)-methyl-(4- 
ethylsulfonyl)butyl]benzenesulfonamide 

OH 




To a solution of 4-ethyIthio-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[ 1 (R)-niethyl-(4- 
15 ethylthio)butyl]benzenesulfonamide (0.123 g, 0.267 mmol) in CH2CI2 (3 mL) was added 80% 3- 
chloroperoxybezoic acid (0,231 g, 1.07 mmol) at 0 °C. Stirring was continued for 2h at 22 ""C. The 
mixture was quenched with H20 (10 mL), extracted with CH2CI2 (2 x 20 mL), dried over Na2S04, and 
filtered. Solvent was concentrated under reduced pressure to afford a yellow oil. Silica gel 
chromatography (2% methanol iCHjCU, 5% methanol rCHjClj) gave 99.3 mg of 4-ethylsulfonyl-N-[5- 
20 chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl.(4-ethylsulfonyl)butyl]benzenesulfonamide in 71% 
yield. MS (ESI+), 569(M+NH3)+. 
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EXAMPL]E147 

4-chloro-N-[2,5-dichIoropbenyl]-N-(4-(etbyIthio)]-l(R)-inethylbutyI] benzenesulfonamide 

.CI 




To a solution of NaH (0.025g, 1.03 mmol) in tetrahydrofuran (2 mL) was added ethanethiol 
5 (0.096 g, 1.54 mmol), followed by 4-chloro-N-[2,5-dichlorophenyl]-N.[(R)-l.methyl-4- 
bromobutyI]ben2enesulfonamide (0.500 g 1.03 mmol) under nitrogen at O^'C. The reaction was stirred 
overnight at 22 °C. The mixture was quenched with H2O (3 mL), extracted with ethyl ether (2x10 
mL), dried over Na2S04, and filtered. The organic solvent was concentrated imder reduced pressure. 
Silica gel chromatography (1:9, ethyl acetate:hexanes) afforded 0.460g of 4-chloro-N-[2,5- 
10 dichlorophenyl}-N-[4.(ethylthio)]-l .(R)-methylbutyl]benzenesulfonamide as a yellow oil in 59% yield. 
LC/MS 466. 



EXAMPLE 148 

4-chloro-N-|2,5-dichlorophenyl]-N-(l(R)-methyl-(4-methylthio)butyI|benzenesulfonam 




1 5 4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R)-niethyl-(4-methylthio)butyl]benzenesulfonamide was 

prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R)-methyl-(4.ethylthio)butyl]- 
benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]- 
benzenesulfonamide with sodium thiomethoxide. Yield=100%; MS (ESI+), 452(M+H)+. 
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EXAMPT.F 140 
4-chloro>N-[2,S-dichlorophenyl]-N-|l(R)-inethyl-(4-{(l- 
methylethyl)thio]butyl]benzenesulfonainide 




r 



4.chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R).methyl-(4-[( 1 -methylethyl)thi 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl.(4- 
ethylthio)butyl]benzenesulfonamide by reacting 4-chloro.N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
bromobutyl]benzenesulfonamide with sodium thio-iso-propoxide. Yield=100%; MS (ESI+), 478(M- 
H)+. 



10 EXAMPLE ISO 

4-chloro-N-[2,5-dichlorophenyl]-N*[l(R)-incthyl-(4-[(2- 
methylpropyI)thio)sulfonyI]butyl]benzenesuIfonainide 

.CI 




4-chloro-N42,5-dichlorophenyl]-N41(R)-methyl.(4-[(2-methylpropyl)thio)sulfonyl]bu^^ 
15 benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4- 
ethylthio)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyM- 
bromobutyljbenzenesulfonamide with sodium thio-iso-butoxide. Yield=100%; MS (ESI+), 
494(M+H)+. 
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EXAMPLE 151 

4.chIoro-N-I5.chIoro-2.fluorophenyI]-N-[l(R)-methyl-(4-methylthio)butylJbe 



4-chloro-N-[5-chloro-2-fluorophenyl]-N.[4-(methylthio)]-l.(R)-methylbutyl]benzene- 
5 sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethylthio)]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R).l-methyl-4. 
bromobutyl]benzenesulfonamide with sodium thiomethoxide. Yield=98%; MS (ESI+), 436(M+H)"*". 

EXAMPLE 152 

4-chloro-N-[5-chioro-2-nuorophenyll-N-[l(R)-methy|.(4.ethylthio)butyIJben2enesu^ 



4-chloro-N-[5-chloro-2-fluorophenyI].N-[4-(ethylthio)]-l.(R)-methylbutyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethylthio)]-l.(R)- 
methy]butyI]benzenesulfonamide by reacting 4.chloro-N.[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4- 
15 bromobutyl]benzenesulfonamide with sodium thioethoxide. Yield=92%; MS (ESI+), 450(M+H)+. 




10 




EXAMPLE 153 



4-chloro-N-[2,5*difluorophenyI]-N-[l(R)-methyl-(4-methylthio)butyI]benzenesulfonamide 
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4-chloro-N-[2,5-difluorophenyl]-N-[ 1 (R)-methyl-(4-methylthio)butyl]benzenesulfonamide was 
prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)thio]-l-(R)-methylbutyl]- 
benzenesulfonamide by reacting 4-chIoro-N-[2,5-dinuorophenyl]-N-[(R)-l-methyl-4-bromobutyl]- 
benzenesulfonamide with sodium thiomethoxide. Yield= 97%; MS (ESI+), 420 (M+H)+. 



EXAMPI.K1S4 

4-chloro-N-[2,S-dinuorophenylJ-N-Il(R)-methyl-(4-ethyIthio)butyllben2enesuIfonainide 




4-chloro-N-[2.5-difluorophenyl]-N-[ 1 (R)-methyl-(4-ethylthio)butyl]benzenesulfonamide was 
prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)thio]-l-(R)-inethylbutyl]- 
benzenesulfonamide by reacting 4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-bromo)butyl]- 
benzenesulfonamide with sodium thioethoxide. Yield= 96%; MS (ESI+), 434(M+H)+. 



EXAMPT.KI^j; 
4-chIoro-N-[2,5-difluorophenyll-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesuIfonainidc 




4-chloro-N-(2,5-difluorophenyl]-N-[ 1 (R)-methyl-(4-[( 1 -methylethyl)thio]butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N.[4-(ethyl)thio]-l.(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-difluorophenyl].N-[(R)-l-methyl-4- 
20 bromobutyl]benzenesulfonamide with sodium thio-iso-propoxide. Yield= 89%; MS (ESI+), 
448(M+H)+. 
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EXAMPLE 156 

4-chloro-N-(2, 5-dichlorophenyl]-N-[4-(etbyl)sulfinyl]-l-( R )-methylbutyl]beiizenesulfonainide 




5 4-chloro-N-I2, 5-dichlorophenyl]-N-I4-(ethyl)sulfonyll-l-( R )-methylbutyl] 

benzenesulf 0 namide 




To a solution of 4-chloro-N-[2,5-dichlorophenyl} -N-[4-(ethylthio)]- 1 -(R)- 

methylbutyl]ben2enesulfonamide (0.460 g, 0.600 mmol) in CHjCU (6 mL) was added 80% 3- 

10 chloroperoxybezoic acid (0.166 g, 0.957 mmol) at 0 ^C. Stirring was continued for 2 h at 22 °C. The 
mixture was quenched with H2O (10 mL) extracted with CH2C12 (2x10 mL), dried over Na2S04, and 
filtered. Solvent was concentrated under reduced pressure to afford a yellow oil. Silica gel 
chromatography (2% methanol iCHjCU, 5% methanol iCHjCls) gave 0.170 g of 4-chloro-N-[2,5- 
dichlorophenyl]-N-[4-[(ethyl)sulfonyl]-l-(R)-methylbuty] benzenesulfonamide in 56% yield and 0.130 

15 g of 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl) sulfoxyl]-l-(R)-methylbutyl] benzene sulfonamide 
in 44% yield. MS (ESI) 498 (M+1); MS (ESI) 482 (M+1). 
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EXAMPrFi*;? 

4-chloro-N-[2,5-dichIorophenyl]-N-(l(R)-mcthyl-(4-methyIsuirmyl)butylJbeiizenesulfonaniide 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-methylsulfinyl)butyl]benzenesulfonamide 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfinyll]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(methylthio)]- 1 -(R 
)-methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=47%; MS (ESH-), 466(M- 
H)+. 



10 EXAMPT.E 

4-chloro-N-l2,5-dichlorophenyl]-N-[l(R)-mcthyl-(4-methylsulfonyl)butylJbenzenesulfonainide 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-methylsulfonyl)butyl]benzenesulfonamide 
was prepared analogous to 4-chIoro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)sulfonyl]-l-(R)- 
1 5 methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(methylthio)]- 1 -(R 
)-methylbutyI]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=42%; MS (ESI+), 482(M- 
H)+. 
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EXAMPLE 159 
4-chIoro-N-[2,S-dichiorophenyl]-N-[l(R)-methyl-(4-|(l- 
inethylethyl)suIfinyl]butyl]benzenesulfonainide 

XI 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(l-methylethyl)sulfm 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl].N-[4-[ethyl)sulfinyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-.[2,5-dichlorophenyl].N-[l(R).methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=54%; MS (ESI+), 
496(M+H)+. 



10 EXAMPLE 160 

4-chloro-N-(2,5-dichlorophenyI]-N-(l(R)-methyl-(4-[(l- 
methylethyl)sulfonyl]butyl]benzene$ulfonamide 




4-chloro-N42,5-dichlorophenyl]-N-[l(R).methyl-(4-[(l.methylethyl)sulfonyl]buty 
15 sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)sulfonyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonamide with S-chloroperoxybezoic acid. Yield=38%; MS (ESI+), 
512(M-hH)+. 
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EXAMPI.F.161 
4-chloro-N-[2,5-dicblorophenyl)-N-Il(R)-methyl-(4-((2- 
methylpropyl)sulfinyl]butyl]benzenesulfonainide 




5 4-chloro-N-[2,5-dichlorophenyl]-N41(R)-methyl-(4-[(2-methylpropyl)sulfinyl]butyl]benzene- 
sulfonamide was prq>ared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)sulfinyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(2- 
methyIpropyl)thio]butyI]bcnzenesulfonamide with 3-chloroperoxybezoic acid. Yield=29%; MS 
(ESI+), 508(M-H)+. 

10 EXAMPLE 162 

4-chloro-N-[2,5-dichlorophenylJ-^N-IlCR)-methyl-(4-[(2- 
methylpropyI)suIfonyl]butyI]benzenesulfonainide 

.CI 




This compound was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
15 (ethyl)sulfonyl]-l.(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5.dichlorophenyl]- 
N-[l(R)-niethyl-(4-[(2-methylpropyl)thio]butyl]ben2enesulfonamide with 3-chIoroperoxybezoic acid. 
Yield=35%; MS (ESI+), 526(M+H)+. 
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EXAMPLE 161 
4-chloro-N-[5-chloro-2-fluoropbenyI]-N-|l(R)-metbyH4. 
inethylsuirinyl)butyl]beiizenesulfonamide 




4-chloro-N-[5-chloro-2-nuorophenyl]-N.[l(R)-methyl.(4-methylsulfmyl)butyl]^^^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4.(ethyl)sulfmyl]-l-(R). 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-flurophenyl]-N-[4-(methylthio)]- 
l-(R)-methylbutyl]benzenesulfonaniide with 3-chloroperoxybezoic acid. Yield=61%; MS (ESI+), 
452(M+H)+. 



4-chloro-N-[5-chloro-2-nuorophenyi]-N-[l(R)-methyl-(4.methylsulfonyl)buty]]benzene- 
sulfonamide was prepared analogous to 4-chIoro-N-[2,5-dichlorophenyl].N-[4-(ethyl)sulfonyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-flurophenyI]-N-[4-(methylthio)]- 
l-(R)-methylbutyl]benzenesuIfonamide with 3-chloroperoxybezoic acid. Yield=37%; MS (ESI+), 
466(M-H)+. 



EXAMPLE 164 



4-chloro-N-[5-chloro-2-nuoropbenyl]-N-(l(R)-metbyI-(4- 
metbylsulfonyl)butyl]benzenesulfonainide 




<WO_00S0391 A1J_> 
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EXAMPLE IfiS 

4-chloro-N-[5-chloro-2-fluorophenyl)-N-[l(R)-methyl-(4-ethylsuirinyl)butyl]benzenesulfoBainide 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R>methyl-(4-ethylsulfinyl)butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5.dichlorophenyl]-N-[4-(ethyl)sulfinyl].l-(R)- 
methylbutyl]benzcnesulfonamide by reacting 4-chloro-N-[5.chloro-2-flurophenyl]-N-[4-(etfiylthio)]-l- 
(R)-methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=48%; MS (ESI+), 
466(M+H)+. 



EXAMPLE 166 

10 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyl-(4-ethylsulfonyl)butyI]benzenesulfonaniide 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyl-(4-ethylsulfonyl)butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichIorophenyl]-N-[4-(ethyl)sulfonyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[4.{ethylthio)]- 
l-(R)-methylbutyl]ben2enesulfonamide with 3-chloroperoxybezoic acid. Yield=44%; MS (ESI+), 
482(M+H)+. 
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4-chloro-N-(2,S-dinuorophenyl]-N-(l(R)-methyl-(4-methylsumnyl)butyl]beiu 




4-chloro-N-[2,5-difluorophenyl]-N-[l(R).methyl-(4-methylsulfinyl)butyl]benzeM^^ 
5 was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfinyl]-l.(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chIoro-N-[2,5-diflurophenyl]-N-[4-(methylthio)]-l-(R)- 
methylbutyl]benzenesulfonaniide with 3-chloroperoxybezoic acid. Yield=35%; MS (ESI+), 
436(M+H)+. 

EXA M P LE m 

10 4-chIoro-N-[2,5-difluorophenyl]-N-[l(R>methyl-(4*methylsuIfonyl)butyI]benzenesuIf^^ 




4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-methylsulfonyl)butyl]benzenesulfonamide 
was prepared analogous to 4.chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfonyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl]-N-[4-(methylthio)]-l-(R)- 
15 methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=30%; MS (ESI+), 
452(M-t-H)+. 
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EXAMPT.F 16Q 

4.chloro-N-I2,5-dinuorophenyl]-N-Il(R)-methyl-(4-ethyIsulfinyl)butyl|benzenesulfonamid 




4-chloro-N.[2,5-difluorophenyl]-N-[l(R)-methyl-(4.ethylsulfinyl)butyl]ben^^ 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfinyl]- 1 -(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl]-N-[4-(ethylthio)]-l-.(R)- 
methylbutyl]benzenesulfonamide with S-chloroperoxybezoic acid. Yield=40%; MS (ESI+), 
450(M+H)+. 



EXAMPLE 170 

4-chloro-N-I2,5-difluorophenylJ-N-[l(R)-methyI-(4-ethylsulfonyl)butyI]beiizenesul^^ 




4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl<4.ethylsulfonyl)butyl]benzenesulfonaniide 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfonyl]-l -(R)- 
15 methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl]-N-[4-(ethylthio)]-l-(R)- 
methylbutyllbenzenesulfonamide with 3-chloroperoxybezoic acid. Yield=57%; MS (ESH-), 
466(M+H)+. 
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EXAMPT.F171 

4-cbloro-N-[2,5-dinuorophenyl]-N-[l(R>.niethyl-(4-[0- 
methylethyl)suinnyl)butyI]benzenesuIfonainide 




4-chloro-N42,5-difluorophenyl]-N.[l(R)-methyl-(4.[(l.methyIethyl)sulfinyl]bu^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfmyl].l-(R). 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl].N-[l(R).methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonamide with 3-chloroperoxybezoic acid, Yield=32%; MS (ESI+), 
464(M+H)+. 



4-cbloro-N-|2,5-dichlorophenyl]-N-[l(R).inethyI-(3-ethyIthio)propyl] benzencsulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyl-(3- 

iodo)propyl]benzenesuIfonamide (0.500 g, 0.960 mmol) in THF (2 mL) was added sodium thioethoxide 
15 (0.080 g, 0.960 mmol) at 22 X. The reaction was allowed to stir for 12 h at 22 °C. The solvent was 
removed, the residue was taken into CH2CI2 (50 mL) and washed with water (50 mL). The organic 
solution was dried over Na2S04, filtered and concentrated to afford (0.330 g) of 4-chloro-N-[2,5- 
dichlorophenyl]-N-[l(R)-methyl-(3-ethylthio)propyl] benzencsulfonamide as a colorless oil in 77% 
yield. MS (ESR). (M+H)-f . 
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EXAMPI.F 17^ 

4-chloro-N-[2,5-dichlorophenyi]-N.[l(R)-methyl-(3-ethylsuIfonyl)propyl] benzenesulfonamide 




To a solution of 4-chloro-N-[2,5-<iichlorophenyl]-N-[(R)-l-methyl-(3- 
5 ethylthio)propyl]benzenesulfonamide (0.330 g, 0.730 mmol) was added 3-chloroperoxybenzoic acid, 
(0.250 g, 0.960 mmol) in THF (1 mL) at 22 "C. After 2 h the mixture was washed with water (50 mL) 
and extracted with ether (50 mL). The organic solution was dried over NajSO*, filtered and 
concentrated under reduced pressure. Silica gel chromatography (5% CHjCU/methanol) of the 
concentrate gave 0.198 g of 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(3-ethylsulfonyl)propyl] 
10 benzenesulfonamide in 56% yield. MS ESI (483). 

EXAMPLE 174 

4-chIoro-N-|2,S-dichlorophenyl]-N-[l(R)-methyl-(5-ethylthio)pentyll benzenesulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyI-(5-iodo)pentyl] 
15 benzenesulfonamide (0.500 g, 0.938 mmol) in THF (8 mL) was added sodium thioethoxide (0.078 g, 
9.38 mmol) at 22 °C. After 12 h the solvent was removed, the residue was taken into CH2CI2 (50 mL)~ 
and washed with water. The organic solution was dried over Na2S04, filtered and concentrated to 
afford (0.300 g) of 4-chloro-N-[2,5-dichlorophenyl]-N-n(R)-methyl.(5-ethylthio)pentyl] 
benzenesulfonamide as a colorless oil in 67% yield. 
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EXAMP]LEj75 

4-chIoro-N-[2,5*dichlorophenyl]-N-(l(R).inethyl-(5-ethylsuIfonyl) pentyljbenzenesulfonamide 




5 To a solution of 4.chloro-N-[2,5.dichlorophenyl]-N-[l(R)-melhyl-(5- 

ethylthio)pentyl]benzenesulfonamide (0.300 g, 0.650 mmol) was added 3-chloroperoxybenzoic acid, 
(0.170 g, 0.970 mmol) in CH2Cl2(1.5 mL). Stirring was continued for 2 h at 22 °C. The product was 
washed with water (50 mL) and extracted with CH2CI2 (50 mL). The organic solution was dried over 
Na2S04. filtered and concentrated under reduced pressure. Silica gel chromatography (5% 
10 CHjClo/methanol) of the concentrate gave 0.062 g of 4-chloro-N-[2,5-dichlo^ophenyl]-N-[l(R)-methyl- 
(5-ethylsulfonyl) pentyl]benzenesulfonamide in 19% yield. MS ESI (511). 

EXAMPLE 176 

methyI(5R)-5-[(2,5-dichlorophenyl)[(4-chIorophenyl)suIfonyl]ainino]-3-thiohexanoate 




15 To a solution of 4-chloro-N-(2,5-dichIorophenyl)-N.[(R)- 1 -methyl(2-iodoethyl)]benzene- 

sulfonamide (0.840 g, 1.66 mmol) and methyl thioglycolate (1.05 g, 9.90 mmol) in diethyl ether was 
added triethylamine (1.33 g, 13.2 mmol) at 22 **C. This mixture was heated to reflux for 12h. The 
product was washed with aqueous NaHCOj .extracted with diethyl ether, dried over Na2S04 and 
filtered. Concentration in vacuo, followed by silica gel chromatography (15% ethyl acetate/hexanes) of 

20 the concentrate produced the title compound (800 mg, 98% yield). 
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EXAMPLE 177 

methyl(5R)-5-[(2,5-dichlorophenyl)K4-chloropheDyl)sulfonyl|amino]-3-thiohexanoic acid 

XI 




OH 



To a solution of methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl) sulfonyl]amino]-3- 
thiohexanoate (0.050 g, .1 .00 mmol) in methanol (1 mL) was added 1 mL of 0.5M sodium hydroxide at 
22 °C. The mixture was stirred for Ih. The methanol was evaporated. The residue was diluted with 
ether and washed with water. The collected aqueous layer was acidified with IN hydrochloride, and 
extracted with ether (2 x 50 mL). The organic layer was dried over Na2S04, filtered and concentrated 
under reduced pressure to afford methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]- 
3-thiohexanoate (33.3 mg, 70% yield). MS ESI (467). 



EXAMPLE 17« 

methyl(5R)-5-[(2,5-dichIorophenyl) [(4-chlorophenyl)suIfonyl] ainino]-3-thiohexaDoate,3 oxide 




To a solution of methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl) sulfonyl]amino]-3- 
15 thiohexanoate (0.790 g, 1.70 mmol) in CHjCIj (2 mL) was added 3 -chloroperoxy benzoic acid (0.350g, 
2.00 mmol) at 22 The mixture was allowed to stirred for 2h. The mixture was diluted with CHjCU, 
washed with water, dried over Na2S04 and filtered. Silica gel chromatography (10% 
CHjCVmethanol) afforded methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 
thiohexanoate,3 oxide (0.380 g, 46% yield). MS ESI (497). 
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EXAMPI.F 170 



metbyI(6R>6-|(2,S,dichlorophenyl)[(4-chlorophenyl)sulfonyI]amino]0-thioheptanoate 




C! 



CI 



o 



\ 



To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[ 1 (R)-methyl-(3-iodo>propyl] 
benzenesulfonamide (0.850 g, 1.64 mmol) and methyl thioglycolate (0.174 g, 1.60 mmol) in diethyl 
ether was added triethylamine (1.94 g, 1.92 mmol) at 22 This mixture was heated to reflux for 12h. 
The product was washed with aqueous NaHCOa, extracted with diethyl ether, dried over Na2S04 and 
filtered. Concentration under reduced pressure, followed by silica gel chromatography (15% ethyl 
acetate/hexane) of the concentrate produced methyl(6R)-6-[(2,5,dichlorophenyl)[(4- 
chlorophenyl)sulfonyl]amino]-3-thioheptanoate (0.650 g, 80% yield). MS ESI (495). 

EXAMPrEIKO 

(6R)-6-[(2,5-diGhlorophenyl)I(4-chlorophenyl)suIfonyl|ainino]-3-thioheptanoic acid 



To a solution of methyl(6R)-6-[(2,5,dichlorophenyl)[(4.chlorophenyl)suIfonyl]amino]-3- 
thioheptanoate (0.100 g, 0.200 mmol) 2 mL of methanol was added IM sodium hydroxide (1 mL) at 22 
°C. The mixture was stirred for Ih and the methanol was evaporated. The residue was diluted with 
ether and washed with water. The collected aqueous layer was acidified with IN hydrochloride, and 
extracted with ether (3 x 25mL). The organic layer was dried over Na2S04, filtered and concentrated 
under reduced pressure to afford (6R).6-[(2,5-dichlorophenyl)[(4-.chlorophenyl)sulfonyl]amino]-3- 
thioheptanoic acid (0.090 g, 90% yield). MS ESI (481). 
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EXAMPI.F1»1 

methyl(6R)-6-{(2,5,dichlorophenyl)[(4-chlorophenyl)sulfonyl]ainino]-3-thioheptanoate,3-oxide 

XI 




cr 

,s=o \ p 





o \ 



methyl(6R)-6-[(2,5,dichlorophenyl)[(4-chlorophcnyl)sulfonyl]amino]-3-th 3^ 

dioxide 




To a solution of methyl(6R)-6-[(2,5-dichlorophenyl)[(4-chlorophenyl) sulfonyl]amino]-3- 
thioheptanoate (0.650 g, 1.30 mmol) in CH2CI2 (5 mL) was added 3-chloro-peroxybenzoic acid (0.452 

10 g, 2.60 mmol) at 22 ^C. The mixture was allowed to stir for 2h. The solution was washed with water, 
extracted with CH2CI2, dried over Na2S04 and filtered. Silica gel chromatography (10% 
CHzCymethanol) of the concentrate afforded (0.380g) of methyl(6R)-6-[(2,5-dichlorophenyI)[(4- 
chlorophenyl)sulfonyl]amino].3-thioheptanoate, 3-oxide in 46% yield and (0.340 g) of methyl(6R)-6- 
[(2,5-dichlorophenyl) [(4-chlorophenyl) sulfonyl] amino]-3-thio heptanoate, 3,3 dioxide in 50% yield. 

15 MS ESI (511). MS ESI (527). 
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EXAMPLE 182 

(6R)-6-[(2,5-dichloropheDyl)[(4-chlorophenyl)sulfonyl]amino]-3-thioheptanoic acid, 3-oxide 




CI 



CI 



CI 



OH 



5 To a solution of niethyl(6R)-6-[(2,5,dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 

thioheptanoate, 3-oxide (0.150 g, 0.290 mmol) in 4 mL of methanol was added IM sodium hydroxide 
(2 mL) at 22 ""C, The mixture was stirred for Ih and the methanol was evaporated. The residue was 
diluted with ether and washed with water. The collected aqueous layer was acidified with IN 
hydrochloride, and extracted with ether (3 x 50 mL). The organic layer was dried over Na2S04, filtered 
10 and concentrated under reduced pressure to afford (6R)-6-[(2,5-dichlorophenyl)[(4- 
chlorophenyl)sulfonyl]amino]-3-thioheptanoic acid, 3-oxide (0.130 g, 85% yield). MS ESI (497). 

EXAMPLE 18.1 

(6R).6-((2,5-dichlorophenyl){(4-.chIorophenyI)sulfonyIJaininol-3-thioheptanoic acid, 3,3 dioxide 



15 To a solution of methyl(6R)-6-[(2,5,dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 

thioheptanoate, 3,3dioxide (0.150 g, 2.90 mmol) in 4 mL of methanol was added IM sodium hydroxide 
(2 mL) at 22 ""C. The mixture was stirred for Ih and the methanol was evaporated. The residue was 
diluted with ether and washed with water. The collected aqueous layer was acidified with IN 
hydrochloride, and extracted with ether (3 x 50 mL). The organic layer was dried over Na2S04, filtered 

20 and concentrated under reduced pressure to afford (6R)-6-[(2,5-dichlorophenyI)[(4- 
chlorophenyl)sulfonyl]amino]-3-thioheptanoic acid, 3,3 dioxide (0.140 g, 90% yield). MS ESI (513). 
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EXAMPLE 184 

4-chloro-N-(5-chloro-2-(bydroxymethyl)phenyl]-N-[4-[(methylamino)sulfonyI] -l(R)-methylbutyl] 

benzenesulfonamide 



OH 




I 



5 To a solution of (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl][4-chlorophenyl)sulfonyl]. 

amino]pentylsulfonyl chloride (150 mg, 0.276 mmol) in CH2CI2 (2 ml) was added a 2M THF solution 
of methylamine (1.38 mL, 2.76 mmol). The mixture was stirred at 22 °C overnight. IN HCl (1 mL) 
was added to the mixture, followed by extraction with CH2CI2. The organic layer was dried over 
Na2S04, filtered, and concentrated under reduced pressure to afford a colorless oil. This oil was 
10 purified by prep HPLC to afford 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-.[4- 
[(methylamino)sulfonyl] -l(R)-methylbutyl] benzenesulfonamide in 64% yield. MS (ESI) 495 (M+1). 



EXAMPLE 185 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[4-(aminosulfonyl)-l(R)-methylbutyl]- 

benzenesulfonamide 

OH 




o=s^ 

15 6' '^"^ 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-(aminosulfonyl)-l(R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R).methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
(acetoxymethyl)phenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with ammonia. 
20 Yield=60%.; MS (ESI+), 481(M+H)+. 
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EXAMPLIE m 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl)-N-(4-((dimethylaimno)sulfonyl]-l(R)^ 

methy Ibu ty I] benzenesulfonamide 
OH 




5 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-(dimethylaminoaminosulfo^ 

niethylbutyl]-benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by 
reacting (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl 
chloride with dimethylamine. Yield=73%; MS (ESI+), 509{M+H)+. 



10 EXAMPLE 187 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-|N-(cyclopropyImethyI)-N-[3-(lH-imidazol- 
l-yl)propyl]aminosulfonyl]-l (R)-methylbutyl] benzenesulfonamide 

OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-|>I-(cyclopropylniethyl)-N-[3-(lH- 
1 5 imidazol- 1 -yl)propyl]aminosulfonyl]- 1 (R)-methylbutyl]benzenesulfonamide was prepared analogous to 
4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-[(methylarnino)sulfonyl]-l(R)-methylbutyl] 
benzenesulfonamide by reacting (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl] [4-chlorophenyl)sulfonyI]- 
aminojpentylsulfonyl chloride with N-(cyclopropylmethyl)-N-[3-( IH-imidazol- 1 -yl)propyl] amine. 
Yield=49%; MS (ESI+), 643(M+H)+. 
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EXAMPI F l«« 

4-chIoro-N-[2,5-dichlorophenyl]-N-[4-[(methylainino)sulfonyl]-l(R)-methylbutyl] 

benzenesulfonamide 




To a solution of (4RH-[2,5-dichlorophenyl][4-chlorophenyI) sulfonyl]-amino] pentylsulfonyl 
5 chloride (212 mg, 1.69 mmol) in CH2CI2 (2 ml) was added methylamine (52.0 mg. 6.76 mmol). The 
mixture was stirred at 22 "C overnight. IN HCl (1 mL) was added to the mixture, followed by 
extraction with CH2CI2. The organic layer was dried over Na2S04, filtered, and concentrated under 
reduced pressure to afford a colorless oil. This oil was purified by prep HPLC to afford 4-chloro-N- 
[2,5-dichlorophenyl]-N- [4-[(methylamino)sulfonyl] -l(R)-methylbutyl] benzenesulfonamide in 84% 
10 yield. MS (ESI) 499 (M+1). 



EXAMPIF 1«0 

4-chloro-N-[2,5-dichlorophenyll-N-I4-I(amino)suIfonylJ-l(R)-methylbutylJbenzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-(aminosulfonyl)-l(R)-methylbutyl]-benzenesulfonamide 
15 was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(methylamino)sulfonyl]-l(R)- 
methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5-dichlorophenyl][4-chlorophenyl)sulfonyl]- 
amino]pentylsulfonyl chloride with ammonia. Yield=41%; MS (ESI+), 485(M+H)+. 
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EXAMPLE m 

4-chloro*N-[2,5-dichlorophenyl]-N-|4-|(ethylainino)sulfonyl]-l(R)- 
methylbutyl]benzenesulfonaniide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethylaminosulfonyl)-l(R)-methylbutyl]benzen^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with ethylamine. 
Yield=37%.; MS (ESR), 513(M+H)+, 



EXAMPLE 191 

4-chIoro-N-[2,5-dichlorophenyll-N-l4-l(2-mcthylpropylamino)sulfonyll-l(R)- 
methylbutyllbenzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(2-methylpropylamino)sulfonyl]-l(R)- 
methylbutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl]benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with iso-butylamine. 
Yield=66%; MS (ESI+), 541(M+H)+. 
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EXAMPI.F 102 

4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(dxmethylamino)suIfonyl]-l(R)- 
inethylbutyl]benzenesuIfonainide 




4.chloro-N-[2,5.dichlorophenyl]-N-[4-(dimethylaminosulfonyl)-l(R)-methylb^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N.[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyI]-l(R).methylbutyl] benzenesulfonamide by reacting (4R)^-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with dimethylamine. 
Yield=65%; MS (ESI+), 513(M+H)+. 



EXAMPT.FIQ^ 

4.chloro-N-(2,5-dichlorophenyl]-N-[4.[(diethylamino)sulfonyl]-l(R). 
methylbutyI]benzenesuIfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-(diethylaminosulfonyl)-l(R)-methylbutyl]- 
15 benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with diethylamine. 
Yield=59%; MS (ESI+), 541(M+H)+, 
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EXAMPLE 194 

4-chloro-N.I2,5.dichlorophenylJ-N-[4.l|N-(l.methylethyI)methylaiiu 

methylbutyllbenzenesulfonamide 




4.chloro-N42,5-dichlorophenyl]-N44-[|>J-(l-methylethyl)methylamino]s^ 
methylbutyllbenzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4.[2,5- 
dichlorophenyl] [4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with N-( 1 -methylethyl)- 
methylamine. Yield=37%; MS (ESI+), 541(M+H)"^. 

EXAMPI.KIQS 

4-chloro-N-I2,5-dichlorophenylJ-N-{4.n(N-cyclopentyl)methylaminolsulfonyl^ 

methylbutyllbenzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-[[N-(cyclopentyI)methylamino]sulfonyl]-l(R)- 
15 methylbutyllbenzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyll-N-[4- 
[(methylamino)sulfonyl]. 1 (R)-methylbutyll benzenesulfonamide by reacting (4R)-4-[2,5. 
dichlorophenyl][4-chlorophenyl)sulfonyll-amino]pentylsulfonyl chloride with N-{cyclopentyl)- 
methylamine. Yield=15%; MS (ESI+), 567(M+H)+. 
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EXAMPIR 10^ 

4-chloro-.N-{2,S-dichlorophenyI]-N-[4-I(l-azctidinyl)sulfonylI-l(R)- 
methy ibuty I] benzenesulfonamide 




5 4-chloro-N-[2,5-dichIorophenyl]-N-[4.[(l.a2etidinyl)sulfonyl]-l(R)- 

methy Ibuty llbenzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with azetidine. Yield=24%; 
MS (ESI+), 526(M+H)+. 



]EXAMPI.K197 

4-chloro-N-|2,5-dichiorophenyl]-N-[4-[(l-pyrrolidinyI)su]fonyl]-l(R)- 
methylbutyllbenzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4.[(l.pyrTolidinyl)sulfonyl]-l(R> 
15 methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]. 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4.[2.5. 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with pyrrolidine. Yield=61%; 
MS (ESI+), 539(M+H)+. 
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EXAMPTJrp^ 

4-chIoro-N-I2,5-dichlorophenylJ-N-[4-[(4-morphoIinyl)sulfoiiyl|-l(R). 
methylbutyl] benzenesulfonamide 




4.chloro-N-[2,5-dichlorophenyl]-N-[4-[( 1 -morpholinyl)sulfony 1]- 1 (R)- 
methylbutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4- [2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl].amino]pentylsulfonyl chloride with morpholine. 
Yield=37%; MS (ESI+), 555(M+H)+. 



EXAMPI.E 1QQ 

4-chloro-N-(2,5-dichlorophenyI]-N.[4-I(4.thiomorpholinyl)suIfonyIJ-l(R)- 
methylbuty I) benzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(4-thiomorpholinyl)sulfonyl]-l(R)- 
15 methylbutyl]ben2enesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfony 1]. 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5. 
dichlorophenyl][4.chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with thiomorpholine. 
Yield=64%; MS (ESI+), 571(M+H)+. 
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EXAMPI .F. 2nn 

4-chloro-N-{23-dichIorophenyII-N-I4-II(tetrahydr(>-l,l-dioxido-3-thienyl)aminolsulfonyI]-l(R)- 

methylbutyI]benzenesulfonainide 




II 



O 

4-chloro-N-[2,5-dichlorophenyl]-N-[4-[[(tetrahydro-l,l-dioxido-3-thienyI)amino]sulfonyl]- 
l(R)-methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N- 
[4-[(inethylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with tetrahydro-l.l-dioxido- 
3-thienylamine. Yield=23%; MS (ES1+), 603(M+H)+. 

EXAMPT.R 201 

4-chloro-N-(5-chloro-2-nuorophenyI)-N-I4-[(niethylamino)sulfonylJ-l(R)- 
niiethylbutyI]beDzenesuIfonatnide 




I 



4-chloro-N-[5-chloro-2-fluorophenyl]-N-[4-(methylaniinosulfonyl)-l(R)-methylbutyl]- 
15 benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(njethylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
fluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with methylamine. Yield=81%; 
MS (ESI+), 483(M+H)+. 
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EXAMPLE ?02 

4-chloro-N-(5-chloro-2-fluorophenyi)-N-(4-[(dimethylaimno)sulfonyl]-l(R). 
methylbutyljbenzenesulfonamide 




5 4.chloro-N-[5-chloro-2-fluorophenyl]-N-[4-(dimethylaminosulfonyl)-l(R)-met^^ 

benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
fluorophenyl] [4-chlorophenyl)sulfonyl]-amino]penty Isulfonyl chloride with dimethylamine. 
Yield=85%; MS (ESI+), 497(M+H)+. 



10 EXAMPT.R 20^ 

4-chloro-N-(5-chloro-2-fluorophenyi)-N-[4-((l-pyrroUdinyl)sulfonyl]-l(R)-> 
methylbutyl]benzenesuIfonainide 




4-chloro-N-(5-chloro.2-fluorophenyl).N-[4-[(l.pyrrolidinyl)sulfonyl]-l(R)-methylbutyl]- 
15 benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l (R).methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
fluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with pyrrolidine. Yield=86%; 
MS (ESI+), 523(M+H)+. 
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EXAMPI.F2n4 

4-chloro-N-(2,5-difluorophenyl]-N-[4-|(methylainino)sulfonyl]-l(R)- 
methylbutyl] benzenesulfonamide 




5 4-chloro-N-[2,5-difluorophenyl]-N-[4-(methylaminosulfonyl)- 1 (R)-methyIbutyl]-ben2ene- 

sulfonamide was prepared analogous to 4-chloro-N-t2,5-dichlorophenyl]-N-[4- 
[(methylaniino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
difluoropheny]][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with methylamine. 
Yield=86%; MS (ESI+), 467(M+H)+. 



EXAMPT.F.ins 

4-chloro-N-[2,5-difluorophenyI]-N-(4-|(dimethylamino)sulfonyl]-l(R)- 
methylbutyl] benzenesulfonamide 




4-chIoro-N-[2,5-difluorophenyl]-N-[4-(dimethylaminosulfonyl> 1 (R)-methylbutyl]-bcn2ene- - 
sulfonamide was prepared analogous to 4.chloro-N-[2.5-dichloiophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4.[2,5- 
difluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with dimethylamine. 
Yield=90%; MS (ESI+), 481 (M+H)+. 
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EXAMPI.F. 206 

4-chloro-N-[2,5-dinuorophenyl|-N-[4-((l-azetidinyl)sulfonyl)-l(R)- 
inethylbutyl]benzenesuIfonaiiiidc 




4-chloro-N-[2,5-difluorophenyl]-N-[4-[( 1 -azetidinyl)sulfonyl]- 1 (R)-methylbutyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
difluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with azetidine. Yield=50%; 
MS (ESI+). 493(M+H)+. 



EXAMPI F. 207 



The genera] reaction scheme outlined in Scheme 207 is described in detail in the text following 
the scheme. 



15 
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To a stirred solution of salicylamide (1,5 g, 1 1 mmol) in benzene (15 mL) at room temperature 
(room temperature) was added iV-(3-hydroxypropyl)piperidine (1.43 g, 10 mmol), triphenylphosphine 
(Triphenylphosphine) (2.62 g, 10 mmol) followed by diethylazodicarboxylate (DEAD), (1.74g, 10.0 
mmol) in benzene (5 mL) over a period of 1 5 min. The reaction mixture was then left stirred at room 
5 temperature for 40 h, concentrated under reduced pressure. The residue was re-dissolved in methylene 
chloride (DCM; 100 mL). The DCM solution was washed with 1.0 N NaOH (2 x 75 mL), water (2 X 
75 mL) and extracted with 1 .0 N HCl (3 x 40 mL). The HCl solution was basified with solid NaOH to 
pH 14 to yield a turbid solution that was extracted with DCM (2 x 50 mL). The combined DCM 
solution was washed with water (2 x 50 mL), dried with anhydrous MgS04, filtered and concentrated 
10 under reduced pressure to yield 2.05 g of pale yellow oil (y: 78%). NMR (300 MHz, CDCU) 5 
(ppm): 8.20 (dd, IH), 7.9 (br, IH), 7.44 (m, IH), 7.05 (t, IH), 7.99 (d, 1H).6.6 (b, IH), 4.15, (I, 2H), 
2.65-2.27 (m, 6H), 2.05 (p, 2H), 1.67-1.54 (m, 2H), 1.45-1.38 (m, 2H). 

To a stirred solution of the above amide (1.5 g, 4.6 mmol) in anhydrous THF(40 mL) at room 
temperature was added solid lithium aluminum hydride (lithium aluminum hydride) ( 473 mg, 11.8 
1 5 mmol). The reaction mixture was heated at refluxing conditions for 6 h, cooled to room temperature 
then quenched with 1.0 N NaOH (0.5 mL). The precipitate was filtered through celite and the celite 
pad was washed with ethyl acetate (30 mL). The filtrate was diluted with ethyl acetate (100 mL) and 
washed with water (2 x 75 mL), dried with anhydrous MgS04, filtered and concentrated to give 1.1 g of 
product as colorless oil (y: 96%). *H NMR (300 MHz, CDCI3) 5 (ppm): 7.26-7.20 (m 2H), 6.90-6.86 



20 (m, 2H), 4.02 (t, 2H), 3.84 (s, 3H), 2.59-2.43 (m, 6H), 2.06 (d, 2H), 1.68-1.56 (m, 4H), 1.48-1.46 (m, 
2H). 



To a cooled (0 "^C, ice bath) solution of the diamine (500 mg, 2.0 mmol) in of DCM (20 mL) 
was added dry pyridine (164 |iL, 2.0 mmol), followed by 4-chlorobenzenesulfonylchloride (422 mg, 2.0 
mmol). The reaction mixture was allowed to stir at 0 °C for 2 h then concentrated under reduced 



25 pressure. Recrystallization (ethyl acetate/hexanes) of the crude mixture afforded the desired product as 
HCl salt. (840 mg of pale yellow solid, y: 99%). 'H NMR (CDCI3) 5 (ppm): (7.64-7.59 (m, 2H), 7.34- 
7.26, (m, 2H), 7.20, (t, IH), 7.28-7.24, (m, IH), 6.86 (m, IH), 6.61 (d, IH), 4.10 (t, 2H), 4.04 (d, 2H), 
3.54 (d, 2H), 3.43 (t, 2H), 2.76-2.72 (m, 2H), 2.52-2.43 (m, 2H), 2.20-2.00 (m, 2H), 1.87-1.72 (m 4H). 



temperature was added Triphenylphosphine (1.5 mmol) followed by the appropriate alcohol (1.5 mmol 
) and DEAD (1.5 mmol) in that order. The clear reaction mixture was stirred at RT for 24 h then 
concentrated under reduced pressure. The crude product was purified by silica gel chromatography 
(multiple elution, 200 mL of ethyl acetate, 300-500 mL of 0.5% triethylamine, 0.5% methanol in ethyl 



General procedure for the Mitsunobu alkylation of Sulfonamide with alcohols 
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To a solution of the sulfonamide (AA) (1,0 mmol) in anhydrous THF (10 mL) at room 
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acetate). The desired product was isolated as a colorless oil (45-65% yield ). The free base was 
dissolved in DCM to which an excess of a 1.0 M solution of HCl in ether was added. The resulting 
solution was concentrated under reduced pressure to give a colorless solid. The HCl salt was purified 
by passing through a short column of silica (10% methanol in DCM) to afford the desired product in 
5 good yield. 

The compounds of Examples 208-222 were prepared according to the scheme described in the 
previous example. 

EXAMPI.F 20R 

4-chIoro-N-(cycIopentylmethyI)-N-{2-I3-(l.piperidinyl)propoxy]benzyI}benzenesulfonamide 
10 hydrochloride 



oc; 

Rf = 0.34 (5% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD3OD) 5(ppm): 
7.82-7.80 (m, 2H), 7.65-7.62 (m, 2H), 7.35 (t. IH), 7.22-7.17 (m, IH), 6.95-6.90 (m, 2H), 4.31 (s, 2H), 
4.14 (t, 2H), 3.67-3.45 (m, 4H), 3.03 (t, 2H), 2.36 (d. 2H), 2.44-2.35 (m 2H), 2.03-1.84 (m, 5H), 1.66- 
1.62 (m, 2H), 1.38-1.24 (m, 6H), 0.97-0.96 (m, 2H). 



4-chloro-N-(l-methylbutyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonaniide 

hydrochloride 




Rf = 0.34 (5% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD3OD) 5 (ppm): 
7.84-7.82 (m, 2H), 7.62-7.60 (m, 2H). 7.35-7.26 (m. 2H). 6.97-6.89 (m, 2H), 4.90 (d, IH). 4.32 (d, IH), 
20 4.13 (t, 2H), 3.84 (m, IH), 3.59-3.40 (m, 4H), 3.03-2.96 (m, 2H), 2.36-2.27 (m, 2H). 1.97-1.48 (m. 
6H), 1.15-0.97 (m, 4H), 0.83 (d, 3H), 0.63 (t, 3H). '^C NMR (75 MHz, CD3OD) 5(ppm) 159.3, 141.0, 
138.0, 132.1, 130.6, 130.5, 129.9, 126.6, 121.8, 112.3, 66.0. 56.1, 55.4, 54.5, 44.2, 38.6, 25.3, 24.3, 
22.8, 20.8, 18.2, 14.0. ESI calculated for C26H37CIN2O3S [MH+] 493; Observed: 493. 
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EXAMPLE 2in 

N-allyl-4-chloro-N-{2-|3-(l-piperidinyl)propoxy]benzyl}benzenesuifonainidc hydrochloride 




Rf = 0.28 (1% triethylamine/5% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.64 
(m, 2H), 7.40 (m, 2H), 7.09 (m, IH), 6.95 (m, IH), 6.71 (dt, 2H), 5.14 (m, IH), 4.65 (d. 2H), 4.22 (s, 
5 2H), 3.90 (t, 2H), 3.46-3.16 (m, 6H), 2.80 (m, 2H), 2.06 (m, 2H). 1.78-1.29 (m, 6H). 



EXAMPLE 211 

4-chloro-N-(2-incthyl-2-propenyl)-N-{2-|3-(l-piperidinyl)propoxy)benzyl}benzenesulfonainide 

hydrochoride 

10 Rf = 0.26 (1% triethylamine/5% methanol/EXTM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.62 

(m, 2H), 7.41 (m, 2H), 7.08 (m, IH), 6.91 (dd, IH), 6.67 (dt, 2H), 4.39 (s. 2H). 4.19 (s, 2H), 3.89 (t, 
2H), 3.46-3.27 (m, 6H), 2.82 (m, 2H), 2.09 (m, 2H), 1.81-1.11 (m, 9H). 



EXAMPLE 212 

4-chloro-N-(4-nitrobenzyl)-N-{2-[3-(l-piperidinyl)propoxy)benzyl}benzenesulfoDamide 
15 hydrochloride 




Rf = 0.24 (19:1; DCMrmethanol). 'H NMR (CD3OD) 8 (ppm): 7.86-7.81 (m, 4H), 7.60 (m, 
2H), 7.10-6.99 (m, 4H), 6.66(t, IH). 6.48 (d, IH), 4.33 (s, 2H), 4.19 (s, 2H), 3.82 (t, 2H), 3.56-3.45 (mg 
4H), 2.98-2.96 (m, 2H), 2.24-2.14 (m, 2H), 1.72-1.36 (m, 6H). 
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4-chloro-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}-N-(3-pyridinylmethyi)benzenesulfonainide 

hydrochloride 



Rf = 0.20 (4% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD3OD) 6 (ppm): 
8.25-8.15 (m, 2H), 7.96-7.93 (m, 2H), 7.71-7.68 (m, 2H), 7.43 (d. IH), 7.17-7.11(m, 3H). 6.81-6.79, 
(m. IH), 6.60-6.57 (m, IH). ''C NMR (75 MHz, CD30D)6 (ppm): 158.5, 148.9. 147.6, 140.7, 138.3, 
138.1, 133.0, 131.6, 131.0, 130.3, 123.6, 121.8, 111.8, 65.5, 56.1,54.6,51.7, 50.3,25.3,24.4,22.9. 

EXAMPT.F214 

4-chloro-N-|(lR)-l-methylbutyll-N-{2-[3-(l-piperidlnyl)propoxyIbenzyl}ben2enesulfonainlde 

hydrochloride 



Rf = 0.28 (4% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD3OD) 5 (ppm): 
7.84-7.82 (m, 2H), 7.62-7.60 (m, 2H), 7.35-7.26 (m, 2H), 6.97-6.89 (m, 2H), 4.90 (d, IH), 4.32 (d, IH), 
4.13 (t, 2H), 3.84 (m, IH). 3.59-3.40 (m, 4H), 3.03-2.96 (m, 2H), 2.36-2.27 (m, 2H), 1.97-1.48 (m, 
15 6H), 1 . 1 5-0.97 (m. 4H), 0.83 (d, 3H), 0.63 (t, 3H). "C NMR (75 MHz, CD3OD) 8 (ppm): 1 59.3, 14 1 .0, 
138.0, 132.1, 130.6. 130.5, 129.9. 126.6, 121.8, 112.3. 66.0. 56.1, 55.4. 54.5, 44.2, 38.6. 25.3. 24.3, 
22.8, 20.8, 18.2, 14.0. ESI calculated for C26H37CIN2O3S [MH+] 493; Observed: 493. 
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EXAMPrK21f; 

4-chloro-N-[(lS)-l-methyibutyl|-N-{2-[3-(l-piperidinyl)propoxy|benzyl}beiizenesulfonamide 

hydrochloride 




5 Rf = 0.28 (4% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD3OD) 5 (ppm): 

7.84-7.82 (m, 2H), 7.62-7.60 (m. 2H), 7.35-7.26 (m, 2H), 6.97-6.89 (m, 2H), 4.90 (d, IH), 4.32 (d, IH), 
4.13 (t, 2H), 3.84 (m, IH), 3.59-3.40 (m, 4H). 3.03-2.96 (m, 2H), 2.36-2.27 (m, 2H), 1.97-1.48 (m, 
6H), 1.15-0.97 (m, 4H), 0.83 (d, 3H), 0.63 (t, 3H). "C NMR (75 MHz, CD3OD) 5 (ppm):159.3, 141.0, 
138.0, 132.1, 130.6, 130.5, 129.9, 126.6, 121.8, 112.3, 66.0, 56.1, 55.4, 54.5, 44.2, 38.6, 25.3, 24.3, 
10 22.8, 20.8, 1 8.2, 14.0. ESI calculated for C26H37CIN2O3S [MH+] 493; Observed: 493. 

EXAMPLE 216 

4-chIoro-N-(cyclopropylinetliyl)-N-{2-(3-(l>piperidinyi)propoxy]benzyl}benzenesulfonaiiiide 

hydrochloride 




15 Rf = 0.25 (5% methanol, 1% triethylamine in DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 

7.84 (d, 2H), 7.62 (d, 2H), 7.30 (dt, IH), 7.21 (dd, 2H), 6.98 (d, IH), 6.94 (t, 2H), 4.42 (s, 2H), 4.13 (t, 
2H), 3.63 (d, 2H), 3.51-4.46 (m, 2H), 3.02(t, 2H), 2.88 (d, 2H), 2.34-2.28 (m, 2H), 1.94-1.79 (m, 5H), 
1.69-1.49 (m, IH), 0.61-0.54 (m, IH), 0.24-0.21 (m, 2H), (-)0.12-(-)0.14 (m, 2H). "C NMR (75 MHz, 
CD3OD) 5 158.6, 140, 139.4, 132.2, 130.9. 130.6, 130.0, 125.1, 121.8, 112.4, 66.0, 56.1, 54.4, 53.8. 

20 50.0, 25.3, 24.3, 22.8, 1 1 .28, 4.7. ESI calculated for C25H33CIN2O3S [MH+] 477; Observed: 477. 
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EXAMPIK217 



4-chloro-N-(S-hexynyl)-N-{2-(3-(l-piperidinyl)propoxy)benzyI}benzenesulfonainide 

hydrochloride 




Rf = 0.19 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CDjOD) 5 



5 (ppm): 7.86-7.83 (m, 2H), 7.66-7.3 1 (m, 2H), 7.36-7.3 1 (m, 2H), 7.22-7.19 (m, IH), 7.10-7.09 (m. IH), 
7.00-6.92 (m, 2H), 4.41 (s, 2H), 4.15 (t, 2H), 3.33 (m, 2H), 2.99 (m, 2H), 2.34-2.24 5 (m, 2H), 2.17 (t. 
IH), 1.93-1.68 (m, 8H), 1.22-1.15 (m. 4H). '^C NMR (75 MHz, CD3OD) 5 (ppm): 159.1, 140.6, 139.2, 
133.0, 131.6, 131.1, 130.5, 125.03, 122.2, 112.8, 85.1, 70.3, 66.3, 56.5, 54.9, 50.9, 29.4, 26.9. 25.7, 
24.7, 23.2, 18.9. ESI calculated for C27H35N2O3CIS [MH+] 503; Observed: 503. 

0 EXAMPLE 21 « 

4-chloro-N-(4-methylpentyl)-N-{2-I3-(l-plperidinyl)propoxy]ben2yl}beii2enesuIfonamide 

hydrochloride 



Rf = 0.33 (1% triethylamine/5% methanoyethyl acetate) 'H NMR (300 MHz, CD3OD) 5 (ppm): 



15 7.86-7.83 (m, 2H), 7.66-7.63 (m, 2H), 7.36-7.31 (m. 2H), 7.18 (m. 2H), 7.94 (dt, 2H), 4.36 (s, 2H), 4.14 
(t, 2H). 3.67-3.51 (m. 4H), 3.07-2.90 (m, 4H), 2.30 (m, 2H), 2.00-1.50 (m, 6H), 0.84 (m, 2H), 0.68 (d^ 
6H). ''C NMR (75 MHz, CD3OD) 5 (ppm): 157.8, 139.3. 138.1, 131.8, 130.3. 129.9. 129.3. 123.9, 
120.9. 11 1.5. 55.4, 53.8, 49.7, 48.6, 35.9. 27.8. 26.9. 24.6. 23.5. 22.0. 




C! 
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EXAMPLE 210 



4-chloro-N-(cyclobutylniethyl)-N-{2-|3-(l-piperidinyl)propoxy]benzyl}benzenesulfonainide 



Rf = 038 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD3OD) 5 (ppm): 
7.67 (d, 2H), 7.47 (d, 2H), 7.18-7.01 (m, 2H), 6.82-6.72 (m, 2H), 4.13 (s, 2H), 3.95 (t, 2H). 3.47 (m. 
2H), 3.33 (m, 2H), 2.83 (m, 4H), 2.11 (m, 2H), 1.93-1.07 (m, 13H). NMR (75 MHz, CD3OD) 6 
158.6, 140.2, 138.7, 132.5, 131.1, 130.7, 130.3, 125.2, 121.8, 112.4, 66.0, 56.2, 55.01,54.7,51.0,36.1, 
27.1, 25.5, 24.4, 22.9, 18.6. ESI calculated for CzsHjjClNzOjS [MH+] 491; Observed: 591. 



4-chIoro-N-{2-[3-(l-piperidinyI)propoxy]benzyl}-N-(4-pyridinylmethyl)benzenesulfonamide 

dihydrochloride 



Rr = 0.23 (5% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.86-7.82 (br, 2H), 
7.22-7.18 (br, 2H), 6.97-6.89 (br, 4H), 6.38-6.32 (br, 2H), 6.0-5.83 (br, 2H), 4.55 (br. 4H), 3.81-3.65 
(m, 4H), 3.35-3.25 (m. 2H), 2.97-2.85 (m, 4H), 2.35-2.2.8 (m, 2H), 1.64-1.61 (br, 2H), 1.22-1.06 (m, 
5H), "C NMR (75 MHz, CD3OD) 5 (ppm): 161.7, 158.5, 142.02, 140.9, 137.5, 132.0, 126.9, 123.4, 
121.9, 112.1, 66.2, 56.2, 54.9, 54.8, 52.6, 52.0, 25.5, 24.4, 22.9. 



hydrochloride 
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EXAMPI.F. 221 

N-benzyl-4-chloro-N-{2-|3-(l-piperidinyl)propoxy]benzyl}bcnzencsuIfonainide hydrochloride 




Rf = 0.24 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CDjOD) 5 
(ppm): 7.64 ( d, 2H), 7.40 (d, 2H). 7.05-6.86 (m, 5H), 6.70 (m, 2H), 6.58 (t, IH), 6.47 (d, IH), 4.19 (s, 
2H), 3.98 (s, 2H), 3.68 (t, 2H), 3.38 (m, 2H), 3.18 (m, 2H), 2.75 (t, 2H), 1.99 (m, 2H), 1.89-1.14 (m, 
6H). "C NMR (75 MHz, CD3OD) 5 (ppm): 159.6, 141.4, 140.3, 139.5, 133.8, 132.3, 131.9. 131.4, 
130.4, 130.2, 129.4, 125.2, 122.8, 1 13.3, 66.9, 57.5, 55.9, 53.7, 51.5, 26.5, 25.6, 24.0. 



EXAMPL E 222 
4-chloro-N-(2,3,4,5,6-pentafluorobcnzyl)-N-{2-I3-(l- 
piperidinyOpropoxy] benzyl}beiizenesulfonami de hydrochloride 




Rf = 0.29 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD3OD) 5 
(ppm): 7.91-7.87 (m. 2H). 7.01-7.67 (m. 2H). 7.14 (m, 2H), 6.76 (m, 2H). 4.36 (d, 4H), 3.99 (d. 2H), 
15 3.61-3.47 (m. 4H), 3.03 (m, 2H), 2.28 (m, 2H), 1.93-1.54 (m, 6H). '^C NMR (75 MHz, CD3OD) 5 
(ppm):157.9, 140.5 137.6 133.3, 130.9 130.6, 130.0, 127.5, 121.2 111.2 65.5. 55.8, 54.2, 51.1, 41.5. 
24.9, 24.1 22.5. ESI calculated for C28H28CIF5N2O3S [MH+] 603; Observed: 603. 
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The general reaction scheme outHned in Scheme 223 is described in detail in the text following 
the scheme.. 
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2-(3'-Pjperidinylpropyloxy)-methyl benzoate 

To a solution of methylsalicylate (15.0 g, 98.8 nunol) in dry benzene (300 mL) was added 
Triphenylphosphine (25.8 g, 98.8 mmol) followed by N-(3-hydroxypropyl) piperidine (14.12g, 98.8 
mmol). The clear reaction mixture was cooled to 0 "^C in an ice bath and DEAD (16.5 mL, 108.7 
5 mmol) was added in drops over a period of 15 min. The reaction mixture was slowly warmed to room 
temperature and left stirred at room temperature for 15 h. The reaction mixture was filtered to remove 
the precipitated triphenylphosphineoxide and the filtrate was extracted vnth 1.0 M HCl (2 x 100 mL), 
the combined HCl solution was basified to pH 9 by the addition of solid NaHCOs. The basic solution 
was extracted with ethyl acetate (3 x 100 mL). The combined ethyl acetate extracts were washed with 
10 saturated brine (2 x 75 mL), dried with MgS04. filtered and concentrated under reduced pressure to 
give 20.97 g of pale yellow oil (y: 77%) *H NMR (CDCI3) 5 (ppm): 7.70 (dd, 1.8 Hz, IH), 7.42 (dt, 
1.5 Hz, IH), 6.99-6.94 (m, 2H), 4.08 (t, 2H), 3.88 (s, 3H), 2.58-2.45 9m, 6H), 2.04 (p, 2H), 1.65-1.60 
(m, 4H), 1.47-1.45 (m, 2H). 

2-(3'-Piperldinylpropyloxy)-benzylalcohoI 

15 To a suspension of lithium aluminum hydride (5.48 g, 144 mmol) in anhydrous THF (500 mL) 

was added a solution of the methyl ester (20 g, 72.1 mmol) in THF (200 mL) over a period of 30 min. 
The reaction mixture was reflux ed for 6 h, cooled to 0 "^C and quenched with water (5.48 mL) followed 
by 15% NaOH solution (5.48 mL) and finally with water (16.5 mL). The crystalline precipitate was 
filtered through the celite. The filtrate was concentrated to yield 18.9 g of crude product, which was 

20 purified by chromatography on Si02 (2% methanol in CHCI3) to yield 17.98 g of product as white 
crystalline solid (y: 91%). ^H NMR (CDCI3) 5 (ppm): 7.27-7.22 (m, 2H), 6.96-6.89 (m, 2H), 4.63 (s, 
2H), 4.07 (t, J =, 2H), 2.55-2.40 (m, 6H), 2.00 (p, 2H), 1.66-1.58 (m, 4H), 1.46-1.43 (m, 2H). 



The following compounds were similarly prepared. 



25 3-Chloro 6-(3'-piperidinylpropyloxy)-benzylaIcohol. 




OH 



2-(3'-PiperidinyIpropyloxy)-phenethylalcohoL 




30 



'H NMR (300 MHz, CDCI3) 5 (ppm): 7.23-7.12 (m, 2H), 6.90-6.83 (m, 2H), 4.05 (t, 2H), 3.83 
(t, 2H), 2.91 (t, 3H), 2.51-2.47 (m, 6H), 1.99 (p, 2H), 1.72-1.58 (m, 4H), 1.48-1.40 (m, 2H). 
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3-(3'-Piperidinylpropyloxy)-benzylalcohoL 




2-(3-N,N'-diinethylaininopropyloxy)benzylalcohol. 




2-(3'-Piperidinylpropyloxy)-p-naphthylaIocohoL 




3-(3'-Piperidinylpropyloxy).2-hydroxyinethyl pyridine. 




NMR (300 MHz, CDCI3) 5 (ppm): 8.14 (dd, IH), 7.20-7.12 (m, 2H), 4.72 (s, 2H), 4.05 (t, 
3H), 2.51-2.40 (m, 6H), 2.00 (p, 2H), 1.64-1.57 (m, 4H), 1.46-1.44 (m, 2H). 

1 5 2(3-Broinopropyloxy)methylbenzoate 

O 

To a stirred solution of methyl salicylate (4.0 g, 26.3 mmol) dry THF ( 100 mL) under Ar was 
added Triphenylphosphine (6.9g, 26.3 mmol) followed by 3-broraopropanol (3.66g, 26.3 mmol). The 
rection mixture was cooled to 0 X in an ice bath and DEAD ( 4.55 mL, 28.9 mmol) was added in drops 
20 over period of 15 min. The reaction mixture was left to stir at room temperature for 15h. The reaction 
mixture concentrated under reduced pressure. The resulting crude product was purified by 
chromatography over SiOj (10:1, hexanes/ethyl acetate) to give 4.5 g of the desired product as a pale 
yellow oil (y: 63%). 'H NMR (CDCI3) 6 (ppm): 7.83-7.99 (dd, IH), 7.49-7.44 (t, IH), 7.00-6.97 (m, 
2H). 4.19 (t, 2H), 3.89 (s, 3H), 3.71 (t, 2H), 2.36 (p, 2H). 



BNSDOCID: <WO_0050391A1_L> 



wo 00/50391 



PCTAJSOO/04560 



2(3-PyrroIidinylpropyloxy)inethylbenzoate 




2(3-Broniopropyloxy)methylbenzoate (4.0 g, 1 1.3 mmol ) was dissolved in neat pyrrolidine (40 
5 mL) and stirred at room temperature for Ih. The reaction mixture was then concentrated under reduced 
pressure. The isolated residue re-dissolved in DCM and washed with saturated bicarbonate solution (2x 
50 mL), dried with MgS04, filtered and concentrated under reduced pressure to give 3.8 g of colorless 
oil (y: 99%) 'H NMR (CDCb) 5 (ppm): 7.79-7.77 (d, IH), 7.47 (t, IH), 6.99-6.94 (m, 2H), 4.1 l(t, 2H), 
3.89 (s, 2H), 2.67 (t, 2H), 2.57 (br. 4H), 2.06 (p. 2H), 1 .87 (br, 4H). 

1 0 2-(3-Pyrrolidinylpropyloxy)benzyIalcohol 



To a suspension of lithium aluminum hydride (0.9 g, 23.6 mmol) in anhydrous THF (100 mL) 
was added a solution of the methyl ester (3.0 g 1 1 .8 mmol) in THF (10 mL) over a period of 10 min. 
The reaction mixture was refluxed for 6 h, cooled to 0 and quenched with water (0.9 mL)followed 
15 by 15% NaOH solution 0.9 mL ) and finally with water (2.7 mL of). The crystalline precipitate was 
filtered through the celite. The filtrate was concentrated to yield 2.3 g of crude product, which was 
subsequently purified by chromatography on SiOj (hexanes/ethyl acetate 5:1) to afford 2.02 g of 
product as colorless oil (y: 76%). 'H NMR (CDCI3) 5 (ppm): 7.26-7.22 (m. 2H), 6.95-6.88 (m, 2H), 
4.61 (s. 2H), 4.1 (t, 2H), 2.68 (t, 2H), 2.54 (br, 4H), 2.03 (p, 2H), 1.85-1.81 (m, 4H). 



To 1.0 g of amine dissolved in DCM (20 mL) or 1, 2-dichloroethane was added 1.1 equivalent 
of pyridine and 1.0 equivalent of 4-chlorobenzenesulfonylchloride. The reaction mixture was gently 
refluxed over night then cooled to room temperature. The reaction mixture was concentrated under 
reduced pressure and the crude product was recrystallised from DCM/hexanes to give the product in 90- 



General Procedure for the preparation of 4-cholorobenzenesuIfonaiiiides 

To a biphasic mixture of alkylamines (l.Og) in water (20 mL ) was added 1.6 equivalent of 
solid NaHC03 followed by 1 .0 equivalent of 4-chlorobenzesulfonamide. The heterogeneous mixture 
was refluxed for 2 h then cooled to room temperature and acidified with 1.0 M HCl to pH 1. The 




20 



General procedure for the synthesis of 4-choiorobenzenesuIfanilides 



25 95 % yield. 
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precipitated product was filtered, washed with water and subsequently recrystallized from ethyl 
acetate/hexanes to give the crystalline sulfonamide in 85-95% yield. 

General procedure for aikylation of 4-chlorobenzenesulfonamides 

To a stirred solution of 2-(3'-piperidinylpropyloxy)-benzylalcohol (1.0 equivalent) in THF (10 
5 mL/mmol) was added 1.5 equivalent of PPh3 and 4-chlorobenzenesulfonamides followed by 1.5 
equivalent of DEAD. The reaction mixture was stiired at room temperature for 12 h then concentrated 
under reduced pressure. The crude mixture was purified by chromatography (multiple elution 200 mL 
of ethyl acetate followed by 0.5 % methanol 0.5% triethylamine in ethyl acetate) to give 45-60 % yield 
of product as a colorless oil (free base). The free base was dissolved in DCM and an excess of a 1.0 M 
10 solution of HCl in ether was added. The resulting solution was concentrated under reduced pressure to 
give white solid. The HCl salt was purified by passing through a short column of silica and eluting with 
10% methanol in DCM to yield white solid. 



20 7.50 (m, 3H), 7.33-7.27 (m, 5H), 6.91 (m, 2H), 6.44 (m, IH), 4.82 (d, IH), 4.61 (m, IH), 4.24 (m, IH), 
3.51 (s, 2H), 3.34 (m, 4H), 2.41 (t, 4H), 1.66-1.26 (m, 9H), 0.87 (m, 9H). 



The following compounds were prepared according to the scheme described in the previous 



example. 



15 



EXAMPLE 224 
4-chloro-N.[3-(methylsulfanyl)phcnyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}beiizenesulfonaniide hydrochloride 




Rr= 0.25 (5% methanol/DCM) NMR (300 MHz, CDCI3) 5 (ppm): 7.87-7.84 (m, 2H), 7.63- 
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E?CAMPT.F 

N-{2-[3-(dimethylamino)propoxy]benzyl}-4-nitro-N--phenylbciizenesulfonamidc 

Rf = 0.32 (9% methanol/DCM) 'H NMR (300 MHz. CDClj) 5 (ppm): 8.36-8.22 (m, 3H), 8.06 
5 (m. IH), 7.80 (m, 2H). 7.23-7.15 (m. 3H), 6.82-6.67 (m. 5H), 4.82 (s, 2H), 4.12 (t. 2H), 3.45 (m, 2H), 
2.87 (s, 6H), 2.41 (m, 2H). 

EXAMPLE 226 

N-{2-[3-(dimethylamino)propoxy]benzyl}-2-nitro-N-phenylbenzenesulfonamide 

0 Rr = 0. 1 6 (9% methanol/DCM) 'H NMR (300 MHz, CDCI3) 8 (ppm): 7.62 (m, 2H), 7.50-7.42 

(m, 2H), 7.29-7.07 (m. 7H). 6.85-6.74 (m, 2H), 5.04 (s. 2H). 3.86 (t. 2H), 2.42 (t. 2H), 2.25 (s, 6H). 
1.85 (m, 2H). 

EXAMPI.E 227 

5-(dimethylainino)-N-{2-|3-(diinetbylainino)propoxylbenzyl}-N-phenyl-l- 
^ naphthalenesulfonamide 

I 




Rf = 0.16 (9% methanol/DCM) 'H NMR (300 MHz, CDCI3) 5 (ppm): 8.69-8.23 (m, 15H), 4.99 
(s, 2H), 4.12 (t, 2H), 3.60 (m, 2H), 2.85 (s, 6H), 2.50 (m, 2H). 
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EXANfPT F 

N-{2-(3-(dimethylainino)propoxy]benzyl}-N-phenyimethanesuIfonainide 



I 




Rr= 0.16 (9% methanol/DCM) 'H NMR (300 MHz, CDCI3) 6 (ppm): 7.33-7.15 (m, 6H), 6.91- 
5 6.70 (m, 3H). 4.88 (s, 2H), 4.06 (t. 2H), 3.36 (t, 2H), 2.97 (s, 3H), 2.82 (s, 6H).2.48-2.37 (m, 2H). 



EXAMPLE 229 

4-chloro-N-phenyl-N-(2-{2-[3-(l-piperidinyl)propoxy]phenyl}ethyl)benzenesulfonainide 

hydrochloride 




10 Rf = 0.17 (5% methanol, 1% triethylamine) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.54-7.47 

(m, 4H), 7.36-7.34(m, 2H),7.17 (dt, IH). 7.04 (m, 2H), 6.92 (m, 2H), 6.75 (t, IH), 4.17-4.05 (m, 2H), 
3.86-3.81 (m, 2H), 3.6 (br, 2H), 3.45-3.40 (m, 2H), 3.1 (BR. 2H). 2.79-2.74 (m, 2H), 2.34-2.25 (m, 2H), 
1.88 (br. 4H), 1.25 (t. 2H). ESI calculated for C28H33CIN2O3S (MH+) 513. Observed 513. 



EXAMPT.E 230 

15 4-chloro-N-{5-chloro-2-(3-(l-piperidinyl)propoxy]benzyl}-N-phenylbenzenesulfonamide 

hydrochloride 



Rf = 0.43 (3:1;1; nBuOH;H20:AcOH). 'H NMR (CDCI3) 5 (ppm): 7.59-7.53 (m, 4H), 7.20- 
7.17 (m, 3H), 7.10 (dd, IH), 6.90-6.83 (m, 4H), 4.81 (s, 2H), 4.08 (I, 2H), 3.56-3.50 (m. 4H), 3.06-3.03 
20 (br. 2H), 2.31-2.26 (m, 2H), 1.94-1.80(m, 6H). 
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EXAMPLE 231 
4-cbloro-N-(2,S-difluorophenyl)-N-{5-nuoro-2-|3-(l- 
piperidinyOpropoxy] benzyl} benzenesulfonamide hydrocbloride 




5 Rf = 0.47 (9 % methanol in DCM), 'H NMR (300 MHz, CDjOD) 6 (ppm): 7.74 (d, 2H), 7.65 

(d, 2H), 7.10-8.05 (m, 2H), 6.99-6.89 (m, 2H), 6.85-6.75 (m, 2H), 4.83 (s, 2H), 4.11 (t. 2H), 3.41 (m. 
2H), 3.21 (br, 2H), 2.32-2.23 (m, 2H), 1.87 (m. 4H). 1.58 (br, 2H). LC-MS calculated for 
C27H28CIF3N2O3S. [MH+] 553; Observed: 553. 



EXAMPLE 232 

1 0 4-chloro-N-(2,5-dinuorophenyl)-N-{5-methyl-2-[3-(l - 

piperidinyl)propoxy]benzyi}benzcnesuIfonainide hydrochloride 




Rf = 0.45 (9 % methanol in DCM), 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.75 (d, 2H), 7.66 
(d, 2H), 7.05 (m, 3H), 6.81 (m. 3H), 4.76 (s, 2H), 4.03 (t, 2H), 3.13-3.00 (m 6H), 2.18 (m, 5H), 1.82 (m, 
15 4H), 1.67 (m, 2H). 



EXAMPLE 233 

4-chloro-N-(2,5-difluorophenyI)-N-({3-[3-(l-pipcridinyl)propoxy]-2- 
pyridinyl}inethyl)beiizenesulfonanude hydrochloride 




20 Rf = 0.33 (10% methanol/DCM) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.71 (d, IH), 7.63-7.51 

(m, 4H), 7.31 (d, IH), 7.15 (m, IH), 6.90 (m, 2H), 6.62 (m, IH), 4.87 (s, 2H). 4.08 (t, 2H), 3.28 (m, 
2H), 3.07 (m, 4H), 2.21 (m, 2H), 1.74 (m, 4H), 1.55 (m, 2H). "C NMR (75 MHz, CD3OD) 8 (ppm): 
157.1, 146.0, 142.9, 142.5, 139.9, 132.3, 132.1, 129.3, 129.1, 129.0, 127.9, 122.2. 121.7, 121.3. 120.3, 
120.1, 120.0, 1 19.8, 58.5, 57.8, 56.4. 54.3, 27.2, 26.4, 25.0. 
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4-chIoro-N.(2,5.dinuorophenyl)-N-({3-I3-(l-piperidinyI)propoxy].2- 
naphtbyl}methyl)beiizenesulfonamide hydrochloride 

5 Rr = 0.55 (9% methanol/DCM) 'H NMR (500 MHz, CD3OD) 5 (ppm): 7.73-7.67 (dd, 4H), 

7.63-7.55 (dd, 3H), 7.43 (s, IH), 7.38 (m, IH), 7.24 (t, IH), 7.18 (s, IH), 6.95 (m, 2H), 6 .81 (m, IH), 
"C NMR (125 MHz, CD3OD) 5 (ppm): 160.3, 159.1, 158.4, 156.5, 141.0, 138:5, 136.3. 132.4, 130.8, 
130.5. 129.7, 128.62, 128.0. 127.7, 125.3, 125.2, 120.0, 119.8. 118.4. 118.4. 118.2. 118.2, 107.3, 66.7, 
56.7, 55.0. 51.5, 26.0. 25.1, 23.7. 



EXAMPI.F 2^^ 

4-chloro-N-(3-chIorophenyl)-N-{2-[3-(l-piperidinyI)propoxy]benzyl}benzenesulfonainide 

hydrochloride 




Rf = 0.13 (1% triethylamine/ethyl acetate) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.61 (m, 4H), 
15 7.17 (m, 3H). 6.92-6.84 (m, 4H), 6.67 (t, IH), 4.84 (s, 2H) 4.15 (br, 2H), 3.67 (m, 4H), 3.06 (t, 2H), 
2.34 (br. 2H). 2.02-1.52 (m. 6H). '^C NMR (75 MHz, CD3OD) 5 (ppm): 156.5, 140.3, 139.4, 136.6, 
134.0. 130.1. 129.6. 129.2. 129.0. 128.6. 128.0. 127.0. 123.2. 120.4, 111.0, 66.4. 56.0. 54.6. 48.7, 26.7, 
26.0, 24.4. 



EXAMPT.E 2:^fi 
4-chloro-N-(2,5-difluorophenyl)-N-(l-{2-|3-(l- 
piperidinyl)propoxy]phenyl}ethyI)benzenesulfonainide hydrochloride 




Rr= 0.19 (1% triethylamine/ethyl acetate) 'H NMR (300 MHz, CD3OD) S (ppm): 7.66 (dd, 
4H). 7.45 (d. IH), 7.15 (m, 3H), 6.85 (dd, 2H), 7.67 (d, IH,), 6.58 (t, IH), 5.20 (d. IH). 4.53 (d. IH). 
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4.19-4.05 (m, 2H). 3.83 (m. 3H), 3.31 (br. 2H). 2.33 (br, 2H), 2.00-1.78 (m, 6H). "C NMR (75 MHz, 
CD3OD) 5 (ppm): 156.5. 140.3, 139.4. 136.6, 134.0, 130.1, 129.6. 129.1, 128.6, 128.0. 127.0. 123.2, 
120.4, 1 1 1.0, 56.0, 54.6, 48.7. 26.7, 26.0, 24.4. 



EXAMPI.F 2^7 

N-(3-bromophenyl)-4-chloro-N-{2-|3-(l-piperidinyl)propoxyIbeiizyl}benzenesulfonaniide 

hydrochloride 



Rr = 0.59 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.42 (m, 2H), 7.45 (m, 
IH), 7.22-7.06 (m, 3H), 6.93-6.84 (m, 3H), 6.68 (t, IH), 4.85 (s, 2H), 4.27 (t, 2H), 3.61 (m, 4), 3.07 (br. 
10 2H), 2.34 (m, 2H), 1 .92 (m, 6H). 



EXAMPT.F. r%9. 
4-chloro-N-[2-(methylsulfanyl)phenylJ-N-{2-(3-(l- 
pipcridinyl)propoxy]beiizyl}beiizenesulfonamide hydrochloride 




I 



'H NMR (300 MHz, CD3OD) 5 (ppm): 7.72-7.75 (m, 2H), 7.65-7.59 (m, 2H), 7.32-7.10 (m, 
3H), 6.97 (dt, IH), 6.85 (d, IH). 6.69 (d, IH), 6.57 (dt, IH), 5.20 (d, IH), 4.17 (m, IH), 3.99 (m, IH), 
3.53 (m, IH), 3.20 (m, 4H), 2.23 (m, 2H), 2.12 (s, 3H), 1.91 (m. 4H), 1.65 (br, 2H). ESI calculated for 
C28H33CIN2O3S2 [MH+] 545; Observed: 545. 
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EXAMPI F 

4-chloro-N-[4-(inethylsuIfanyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]beiizyI}beiizenesuIfonainide hydrochloride 




Rr = 0.40 (10% methanol/DCM) 'H NMR (300 MHz, CDjOD) S (ppm): 7.60 (m, 4H), 7.16 (m, 
IH), 7.03 (m, 2H), 6.85-6.77 (m, 3H), 6.66 (m, IH), 4.81 (s, 2H), 4.10 (m, 4H), 3.06 (m, 2H), 2.39-2.28 
(m, 5H). 2.02-1.1.28 (m, 8H). ''C NMR (75 MHz, CD3OD) 5 (ppm): 156.4, 139.1, 138.5. 136.9, 
135.8, 130.0, 129.1, 129.1, 129.1, 128.8, 126.1, 123.7. 120.4, 111.0, 66.3. 56.0. 55.8, 54.6. 48.9. 26.7. 
26.0. 25.7, 24.4, 15.3, 14.5, 14.2. 



EXAMPf 240 

4-chloro-N-cyclohexyl-N-{2-(3-(l-piperidinyl)propoxy]beiizyI}beiizenesuIfonaniide hydrochloride 




Rf = 0.49 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.84-7.82 (m, 2H), 
7.61-7.58 (m. 2H),7. 14.-7.25 (m. 2H), 6.97-6.89 (m. 2H). 4.53 (s, 2H), 4.15 (m, 2H). 3.63-3.43 (m, 4H), 
15 2.99 (m, 2H). 2.29 (m, 2H). 1.98-1.12 (m, 16H). "C NMR (75 MHz. CD3OD) 5 : 158.1, 141.3, 140.0, 
131.6, 130.7, 130.3, 129.8, 127.1. 121.7, 112.4, 66.1, 59.9. 56.1. 54.5. 44.8. 32.4, 27.3. 26.4, 25.3, 24.4, 
22.8. 



EXAMPI.K 241 

4-chloro-N-(2-chlorophenyl)-N-{2-(3-(l-piperidinyl)propoxyIben2yl}benzenesulfonainide 

hydrochloride 




Rf = 0.44 (10% methanol/DCM) 'H NMR (300 MHz. CD3OD) 6 (ppm): 7.73-7.69 (m, 2H), 
7.64-7.59 (m. 2H), 7.30-7.10 (m, 4H), 6.90-6.80 (m, 3H), 6.64 (dt, IH), 5.07 (d, IH), 4.70 (d. IH), 
4.12-3.99 (d. 2H), 3.52 (m, IH), 3.17 (b. 4H). 2.21 (br, 2H), 1.84 (m, 4H), 1.65 (m, 2H) '^C NMR (75 



BNSDOCID: <WO_00S039lA1J_> 



wo 00/50391 PCT/US00/04S60 



MHz, CD3OD) 5 (ppm): 156.9. 139.0, 138.7, 135.7, 134.8, 133.4. 134.0. 130.3. 129.5, 129.3, 129.1, 
129.0, 127.0, 123.6. 120.2. 110.9, 66.3, 55.9. 54.6, 48.5, 26.5, 26.0, 24.4. 



EXAMP1.F.242 
4-chloro-N-(2-(methyIsulfonyl)phenylJ-N-{2-(3-(l- 
piperidinyI)propoxy)beiizyl}benzcnesuIfonainide hydrochloride 



Rf = 0.13 (0.2% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD3OD) 6 
(ppm): 8.07 (dd, IH), 7.78-7.4 (m, 2H), 7.66-7.45 (m. IH), 7.17 (m, IH), 6.80 (m, 2H), 6.64 (m, 2H), 
5.24 (d, IH), 4.63 (d, IH), 3.88 (m, IH), 3.70 (m, IH), 3.06 (m, 9H). 1.99 (m, 2H), 1.80 (m, 4H), 1.63 
10 (m,2H). 



EXAMPLE 24^ 
4-chloro-N-[3-(methylsaIfonyl)phenyl]-N-{2-(3-(l- 
piperidinyl)propoxy]benzyI}benzenesuifonainide hydrochloride 




o*-|'o 



15 Rf = 0. 19 (5% methanol 0.2 %triethylamine in ethyl acetate). 'H NMR (CD3OD) 5 (ppm):7.78- 

7.75 (m, IH), 7.61 (m, 4H), 7.47 (t, IH), 7.42 (t, IH). 7.35-7.32 (ddd, IH), 7.17-7.11 (dt, IH), 7.04- 
7.01 (dd. IH), 6.86 (d, IH), 6.71 (dt, IH), 4.87 (s, 2H), 4.02 (t. 2H), 3.14.3.09(m, 2H), 2.97-2.95 (s 
overlaps m, 5H), 2.18-2.12 (m, 2H), 1.82-1.74 (m, 4H), 1.62-1.60 (m, 2H). 
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EXAMPLE 244 
4*chloro-N-(4-(methylsulfonyI)phenyl]-N-{2-[3-(l- 
piperidinyI)propoxy]beiizyl}beiizenesuIfonainide hydrochloride 




II 

o 



5 Rf = 0.18 (93:5:2;ethyl acetate:methanol:triethyIamine). 'H NMR (300 MHz, CD3OD) 5 :7.79 

(d, 2H), 7.62 (m, 4H), 7.27-7.14 (m, 3H), 6.96-6.88 (m, 2H), 6.69 (m, IH). 4.9 (s overlapped by HOD), 
2H), 4.12 (m, 2H), 3.70-3.59 (m, 4H). 3.07-3.01 (m overlaps s. 5H), 2.29 (m, 2H), 2.02-1.78 (m, 6H). 
ESI calculated for C28H3JCIN2O5S2 : 576 . Observed 577 (MH+). 



EXAMPLE 24;; 

10 4-chloro-N-I3-{methylsulfanyl)phenyIl-N-{2-(3-(l- 

piperidinyl)propoxy] benzyI}benzenesulfonainide hydrochloride 




'H NMR (300 MHz, CD3OD) 5 (ppm): 7.62 (m, 4H), 7.32-7.05 (m, 3H), 6.95-6.82(m, 2H), 
6.92-6.61 (m, 3H), 4.84 (s, 2H), 4.14 (I, 2H), 3.58 (m, 4H), 3.05 (m, 2H), 2.28 (m, 5H), 1.88 (br, 6H). 
1 5 ESI calculated for C28H33CIN2O3S2 [MH+] 545; Observed: 545. 



EXAMPLE 246 
4-chloro-N-(23-dihydro-lH-inden-2-yl)-N-{2-f3-(l- 
piperidinyl)propoxy]beiizyl}beiizenesulfonaiiiide hydrochloride 




20 Rf = 0.24 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.91-7.87 (m, 2H), 

7.64-7.61 (m, 2H), 4.78 (m, IH), 7.21 (m, IH), 7.05-6.90 (m, 5H), 6.83 (d. IH), 4.88 (m, IH), 4.43 (s. 
2H), 3.88 (t, 2H), 3.30 (m. 2H), 2.88-2.59 (m, lOH), 1.67-1.50 (m. 6H). NMR (75 MHz, CD3OD) 5 
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(ppm): 157.1, 141.4, 140.8, 140.3, 130.8. 130.3, 130.2, 129.7, 127.9, 127.5, 125.3, 121.7, 112.01. 66.8. 
60.0. 56.8, 55.2, 43.6. 37.2. 26.6, 25.8. 24.4. 

EXAMPLE 247 

N-(4-bromophenyl)-4-chloro-N-{2-(3-(l-piperidinyl)propoxyIbenzyl}benzenesulfonamide 

hydrochloride 




Rf = 0.18 (19:1 DCM:methanol) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.71 (m, 4H), 7.33 (m, 
2H), 7.17 (m, IH), 6.91-6.81 (m, 4H), 6.69 (m, IH), 4.82 (s, 2H), 4.10 (t, 2HX 3.56 (m, 2H), 3.23 (m, 
4H), 2.28 (m, 2H), 1.86 (m, 4H), 1.66 (br, 2H)."C NMR (75 MHz, CD3OD) 5 (ppm): 158.5. 140.7, 
10 138.9, 137.8, 133.1. 132.2, 131.1, 130.7. 130.6, 124.0, 122.9, 121.5, 112.3. 66.2, 56.4, 54.9, 54.9, 51.4, 
25.7, 24.8, 23.2. 



EXAMPLE 24« 
4-chloro-N-(5-chIoro-2-hydroxyphenyl)-N-{2-[3-(l- 
piperidinyl)propoxy]beiizyl}benzenesulfonainidc hydrochloride 

15 H 

Rf = 0.62 (10% methanol/DCM), 'H NMR (300 MHz, CD30D)5 (ppm): 7.68-7.65 (m, 2H), 
7.56-7.53 (m, 2H), 7.21-7.16 (m, IH), 7.0 (dd, IH), 6.92-6.87 (m, 2H), 6.76 (d, IH), 6.67 (t, IH), 6.56 
(d, IH), 4.93 (s. 2H), 4.15 (t, 2H), 3.72-3.60 (m, 4H), 3.12-3.10 (m. 2H), 2.39-2.30 (m, 2H), 2.04- 
1.73(m, 5H), 1.61-1.52 (m, IH). ''C NMR (75 MHz, CD30D)5 (ppm): 158.4, 155.4, 140.2, 139.6, 
20 133.9. 132.7. 131.1. 130.7, 130.4, 130.2, 125.9, 124.5, 124.1, 121.5. 118.2, 112.1, 65.9, 56.2. 54.7, 
25.5, 24.5. 22.9. 
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EXAMPI.F.240 
4-cIiloro-N-(2,3-dihydro-lH-indeii-l-yl)-N-{2-[3-(l- 
piperidinyl)propoxy]beiizyl}benzenesuIfonainide hydrochloride 




5 Rf = 0.40 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.89 (m, 2H), 7.60 

(m, 2H), 7.31 (d, IH), 7.23-7.07 (m, 3H). 6.91 (m, IH), 6.80 (t. IH). 6.71 (d, IH), 6.56 (d, IH), 5.57 (t, 
IH), 4.49 (d. IH), 4.12(m, IH), 3.80 (t, 2H), 2.86-2.45 (m, 8H), 2.17 (m, IH), 1.91-1.70 (m, 3H), 1.66- 
1.49 (m, 6H). '^C NMR (75 MHz, CD3OD) 6 (ppm): 157.6, 145.2, 141.3, 140.8, 140.2, 130.8, 130.7, 
130.1, 129.6. 129.36, 127.4, 127.1, 126.1, 125.8, 121.3, 111.8, 67.0, 65.0, 57.1. 55.5. 43.8, 31.5. 31.0, 
10 27.0,26.3,25.0. 



EXAMPI.E 2S0 

4-chloro-N-cyclopentyl-N-{2-(3-(l-piperidinyl)propoxy]benzyl}benzenesulfonaiiiide 

hydrochloride 




Rr = 0.60 (9:1; DCM:methanol) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.84 (m. 2H). 7.73- 
7.62 (m, 2H). 7.37 (d, IH). 7.25 (m, IH). 6.93 (m, 2H). 4.45 (s. 2H). 4.25 (m. 2H), 4.11 (t, 2H). 2.28 
(m, 2H). 2.00-1.71 (m, 4H). 1.56-0.87 (m. lOH). "C NMR (75 MHz, CD3OD) 5 (ppm): 157.2, 140.8, 
140.0, 133.2. 133.06. 130.6. 130.5. 130.1. 130.0. 129.8, 127.6, 121.8. 112.2. 66.1. 60.8. 55.9, 54.5, 
44.2, 29.86. 25.3, 24.4, 22.8. 
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EXAMPLE 2S1 

4-chloro-N-(2,4-dichlorophenyl)-N-{2-[3-(]-piperidinyI)propoxy]benzyl}benzenesuIfonamide 

hydrochloride 




Rf = 0.31 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.65-7.52 (m, 4H) 
7.28 (d, IH) 7.14-7.07 (m, 2H), 6.79 (m, 3H), 6.60 (t, IH), 4.96 (m, IH), 4.60 (m, IH), 4.00 (m, 2H), 
3.34-3.03 (m, 6H), 2.10 (m, 2H), 1.73 (m, 4H), 1.55 (m, 2H). "C NMR (75 MHz, CD3OD) 5 (ppm): 
160.34, 142.46, 140.79, 139.54, 137.77, 137.42, 136.15, 134.59, 132.99, 132.84, 132.39. 132.26. 
130.38, 125.17, 123.08, 113.86, 67.96,58.22. 56.55.52.47,27.56.26.65, 25.19. 



EXAMPI .F, 2^1 

4-chloro-N-(2,5-dibromophenyl)-N-{2-(3-(l-piperidinyl)propoxy]beiizyl}benzenesulfonaiiiide 

hydrochloride 




Rf = 0.26 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.64-7.53 (m, 4H). 
15 7.31 (d, IH), 7.21 (dd, IH), 7.10 (dt, IH), 6.86 (d, IH), 6.79 (d, IH), 6.61 (t, IH), 5.40 (d, IH), 4.58 (d, 
IH), 3.95 (m, 2H), 3.22-2.02 (m. 6H), 2.08 (m, 2H), 2.1 1-1.54 (m, 6H). "C NMR (75 MHz, CD3OD) 6 
(ppm): 154.6, 136.9, 135.6, 134.4, 132.0, 130.2, 129.0, 127.4. 126.7, 126.7, 122.5, 118.9, 117.4, 
117.33, 108.0, 61.7. 52.2, 50.6, 50.5, 21.3. 20.3. 18.7. ESI calculated for CjvHzjBrzClNjOjS [MH-i-] 
657; Observed: 657. 
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EXAMPT.F. 

4-chloro-N-(2,5-dichlorophenyl)-N-{2-|3-(l-piperidinyl)propoxyJbeii2yl}beiizenesuIfonainide 

hydrochloride 




Rf = 0.35 (10% methanol/ CDCI3) 'H NMR (300 MHz, CD3OD), 6 (ppm): 7.72-7.60 (m, 4H), 
7.27-7.15 (m. 3H), 6.87 (m, 2H), 6.78 (dd, IH), 6.63 (t, IH) 5.03 (d, IH), 5.68 (d, IH), 4.15 (m, IH), 
4.02 (m, IH) 3.67 (m, IH) 3.65 (m, IH), 2.31 (m, 2H), 1.88 (m, 6H). '^C NMR (75 MHz. CD3OD) 5 
(ppm): 158.69, 141.00, 138.84, 137.78, 135.68, 133.50, 133.39, 133.02, 132.61, 131.54, 131.27. 
130.82, 130.70, 123.27, 121.54, 1 12.23, 65.98. 56.28. 54.66, 51.00,25.44. 24.42, 22.93. 

EXAMPf F 2<;4 

4-chloro-N-cycloheptyl-N-{2-[3-(l-piperidinyI)propoxylbenzyl}beiizenesalfonamide 

hydrochloride 




Rf = 0.37 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.65 (d, 2H), 7.41 (d, 
15 2H), 7.29 (d, IH), 7.06 (t, IH), 6.76 (m, 2H), 4.26 (s, 2H), 3.88 (t, 2H), 3.67 (m, IH), 2.54-2.40 (m, 
6H), 1.88 (m, 2H), 1.49-1.12 (m, 18H). '^C NMR (75 MHz, CD3OD) 5 (ppm): 158.2, 141.9, 140.6, 
131.7, 131.3, 130.6, 130.4, 128.5, 122.3, 112.9, 68.1, 62.6, 58.0, 56.2,44.0, 35.3, 29.2, 28.0, 27.1, 27.0, 
25.6, 

EXAMPl .F. ass 

20 4-chloro-N-(2-chloro-3-pyridinyI)-N-{2-I3-(l-piperidinyI)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




Rf = 0.37 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.77-7.73 (4H, m), 
7.33-7.20 (3H. m), 6.94-6.90 (m, 3H), 6.75-6.70 (m, IH). 5.03 (d, IH), 5.77 (d, IH), 4.13-4.02 (m. 
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2H). 3.44-3.16 (m, 6H), 2.24 (m, 2H), 1.89-1.84 (m, 4H). 1.67 (m. 2H). "C NMR (75 MHz. CD3OD) 5 
(ppm): 159.1, 141.0. 139.3. 138.6. 135.2. 133.4, 131.6. 131.6, 131.1. 134.0, 129.4, 127.8. 123.7. 121.6. 
1 12.4, 66.1, 56.7, 54.9, 54.9, 51.6, 25.7, 24.7, 23.2. 



EXAMPLE 2S6 

5 N-|(2S)-bicyclo|2.2.1Jhept-2-yIl-4-chloro-N-{2-|3-(l- 

piperidinyOpropoxylbenzyllbenzenesulfonamide hydrochloride 




Rf = 0.33 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.86-7.81 (m. 2H). 
7.62-7.58 (m, 2H). 7.49 (m. IH), 7.19 (m, IH). 6.93 (m, 2H), 4.44 (s, 2H). 4.03 (m. 2H), 3.89 (m, IH). 
10 2.62 (m, 6H), 2.07-0.90 (m, 18H). ''C NMR (75 MHz, CD3OD) 5 (ppm): 158.2, 142.3, 141.5, 132.1, 
131.5, 131.3, 130.79, 129.4. 123.0, 113.5,68.6, 64.2, 58.6, 56.9,44.9,43.5.40.0. 38.6. 38.5,31.8. 29.9, 
28.66, 27.6. 26.3. 



EXAMPI.F 2j^7 

4-chIoro-N-(3,5-dichlorophenyl)-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesulfonamide 
15 hydrochloride 



.0 



CI 



Rf = 0.6 (10% methanol/DCM) 'H NMR (500 MHz, CDCI3) 5 (ppm): 7.65 (m, 4H). 7.30 (t. 
IH), 7.23-7.18 (m, IH), 6.98-6.92 (m, 4H), 6.73 ( m, IH). 4.15 (t, 2H) 3.64-3.57 (m, 2H), 3.70-3.67 
(m, 2H). 3.09-3.04 (m. 2H). 2.38-2.32 (m, 2H). 2.10-1.98 (m, 2H), 1.88-1.79 (m, 4H)ESI calculated for 
20 C27H2<,C,3N203S [MH+] 569; Observed: 569. 
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EXAMPLE 2S« 

4-chloro-N-(2,5-dichloro-3-pyridinyl)-N-{2-f3-(l-piperidinyl)propoxylben2yl}benzenesulfonainide 

hydrochloride 




Rf = 0.49 (10% methanol/DCM) 'H NMR (300 MHz, CDjOD) 5 (ppm): 8.28 (d, IH), 7.77- 
7.54 (m. 4H), 7.41 (d, IH), 7.23 (m, IH), 6.93-6.86 (m, 2HX 6.71 (m, IH). 5.05 (m, IH). 4.78 (m, IH). 
4.17-4.04 (m, 2H), 3.69-3.44 (m, 4H), 3.04 (m, 2H), 2.31 (m, 2H), 2.00-1.51 (m, 6H). ESI calculated 
for C26H28CI3N3O3S [MH+] 568; Observed: 568. 



EXAMPLE 2S9 

N-{5-[(23-dichIoro{2-[3-(l-piperidinyl)propoxylbenzyl}anilino)sulfonyI}-4-methyI-13-thia2ol-2- 

yl}acetaiiiide hydrochloride 




Rf = 0.70 (3:1:1 n-BuOH/HjO/AcOH) 'H NMR (500 MHz, DMSO) S (ppm): 12.73 (s, IH), 
10.08 (br. IH), 7.43 (m, 2H), 7.27 (d, IH). 7.20 (m. IH), 6.99 (d. IH), 6.91 (d, IH). 6.75 (t, IH). 4.99 
15 (d, IH), 4.69 (d, IH), 4.00 (m, 2H), 3.47-3.22 (m, IIH), 2.21-1.70 (m. 9H). ESI calculated for 
C27H32CI2N4O4S [MH+] 61 1 ; Observed: 61 1 

EXAMPLE 260 

(E)-N-(2,5-dichiorophenyl)-2-phenyl-N-{2-(3-(l-piperidinyl)propoxylbeiizyl}ethenesulfonamide 

hydrochloride 



20 




Rf= 0.62 (3:1:1 n-BuOH/HjO/AcOH) 'H NMR (500 MHz, CD3OD) 5 (ppm): 7.62 (m. 2H), 
7.45 (m, 3H), 7.35-7.32 (dd, 2H), 7.29-7.21 (m, 4H), 6.93 (m, 2H), 6.72 (t, IH), 4.88 (m, 2H), 4.17 (m. 
IH), 4.04 (m, IH). 3. 39 (m, 6H), 2.27 (m, 2H). 1.93 (m. 4H), 1.69 (m. 2H). ESI calculated for 
C29HJ2CI2N2O3S [MH+] 559; Observed: 559. 
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EXAMPI.K 261 

N-(23-dichlorophenyl)(phenyl)-N-{2-(3-(l-piperidinyl)propoxy]beiizyl}methanesulfonamidc 

hydrochloride 



Rf = 0.67 (3:1:1 n-BuOH/HjO/AcOH) 'h NMR (500 MHz, CD3OD) 5 (ppm): 7.39-7.28 (m, 
8H), 6.96 (m, 2H), 6.80 (t, 2H), 4.88 (m, 2H), 4 51 (s, 2H), 4.05 (d, 2H), 3.31-3.30 (m, 6H). 2.18 (m, 
2H), 1.78 (m, 4H), 1.61 (br, 2H). ESI calculated for C28H32C12N2O3S [MH+] 547; Observed: 547. 



EXAMPLE 262 

N-(2,5-dinuorophenyl)-4-methyl-N-{2-[3-(l-piperidinyl)propoxylbeii2yl}benzenesulfonainide 
10 hydrochloride 

'xx:i-o 

'H NMR (300 MHz. CD3OD) 5 (ppm): 7.62-7.50 (m, 3H), 7.37 (m, 2H), 7.13 (t, IH), 6.93-6.84 
(m. 2H), 6.76 (d. IH), 6.63-6.58 (m. 2H), 4.71 (s, 2H), 4.12-4.05 (m, 2H), 3.63-3.57 (m, 2H), 3.03 (i, 
2H), 2.42 (s, 3H), 2.30 (m, 2H), 1.97-1.68 (m, 6H). 

15 EXAMPLE 16^ 

4-bromo-N-(2,5-dinuorophenyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesuIfonamide 

hydrochloride 

O 

'H NMR (300 MHz, CD3OD) 5 (ppm): 7.79 (d, 2H), 7.63 (d, 2H), 7.19 (t, IH), 7.00 (m, 2H), 
20 6.90 (d. IH), 6.85 (d, IH), 6.73 (m, IH), 6.65 (m, IH), 4.83 (s, 2H), 4.15 (m, 2H), 3.68 (d. 2H), 3.60 
(m, 2H), 3.30 (m, 2H), 3.06 (m, 2H), 2.35 (m, 2H), 1.99 (m, 2H), 1.85 (m, 3H), 1.55 (m. IH). 
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EXAMPT.F. 2fi4 

4-chloro-N-cyclopropyl-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}beiizenesuIfoDaniide 

hydrochloride 

^ o 

Rf = 0.32 (10% methanol/DCM) 'H NMR (500 MHz, CD3OD) 5 (ppm): 7.88-7.86 (d, 2H), 
7.67-7.65 (d, 2H). 7.31-7.22 (m, 2H). 6.96-6.88 (dt, 2H). 4.38 (s, 2H). 4.1 1 (s, 2H), 3.31 (s, IH), 20 (m, 
4H). 2.27-2.22 (m, 2H), 1.87-1.78 (m, 6H), 1.66 (m, 2H), 0.47 (m. 4H). "C NMR (125 MHz, CD3OD) 
6 (ppm): 158.4, 140.6, 137.5, 133.0, 130.8, 130.8, 130.7, 125.5, 121.7, 112.4, 66.2. 56.3, 54.8, 52.2, 
31.86, 25.7,24.7, 23.2. 



10 EXAMPIF2fiS 

N-((2S)-bicycloI2.2.11hept-2-yl]-4-chloro-N-{2-(3-(l- 
piperidinyl)propoxy|bciizyl}benzenesulfonainide hydrochloride 



20 



Rf = 0.52 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.81 (m, 2H), 7.56 (m, 
15 2H), 7,39 (d, IH), 7.19 (m, IH), 6.91 (m. 2H), 4.46 (s, 2H), 4.02 (t, 2H), 3.85 (m, 2H). 2.55 (m, 7H), 
2.01 (m, 3H), 1.68-0.99 (m, 14H). ESI calculated for CzsHjiClNzOjS [MH+] 517; Observed: 517. 

EXAMPT.F. 266 

4-chloro-N-(2,5-dinuorophenyI)-N-{2-l3-(l-piperidiiiyi)propoxyIbenzyl}beiizenesulfonainide 

hydrochloride 



Rf = 0.38 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.69-7.58 (m, 4H), 
7.18-6.61 (m, 7H), 4.79 (s, 2H), 4.12 (t, 2H), 3.68-3.56 (m, 4H), 3.07-2.99 (m. 2H), 2.33 (m, 2H). 1.98- 
1.52 (m, 6H). ''C NMR (75 MHz, CD3OD) 5 (ppm): 158.6, 141. 0. 138.3, 132.9, 131.5, 130.8, 130.5, 
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127.5, 127.5, 123.4, 121.6, 120.0, 119.7, 118.6, 118.5, 118.4, 118.3, 118.2, 118.1, 112.3, 66.0, 56.3, 
54.7, 51.2, 51.1, 25.5, 24.5. 22.9. 



EXAMPI.F2rt7 

4-chloro-N-(2-methylplicnyl)-N-{2-[3-(l-piperidinyI)propoxy]benzyl}benzenesuIfonainide 
5 hydrochloride 




Rf = 0.59 (15% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.74-7.65 (m, 4H), 
7.24-6.93 (m, 5H), 6.60-6.55 (dd, 3H), 5.47 (d, IH), 4.14 (m, 4H), 3.80-3.43 (m, 6H). 3.34 (m, 2H), 
1.90-1.72 (m, 6H). "C NMR (75 MHz, CD3OD) 6 (ppm): 158.7, 141.9, 140. 7, 138.5, 138.3, 133.5, 
10 132.1, 131.1, 130.8, 130.61, 129.6, 128.9, 127.3, 123.6, 121.3, 11 1.9, 65.8, 56.2, 54.6, 52.5, 25.5, 24.5, 
22.9, 18.5. ESI calculated for C28H33CIN2O3S [MH+] 513; Observed: 513. 



EXAMTLE 268 

4-chloro-N-(3-inethylphenyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}beiizenesulfonainide 

hydrochloride 




Rf = 0.32 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.71-7.49 (m, 4H), 
7.20-6.94 (m, 4H), 6.84 (d, IH), 6.69 (m, 3H), 4.80 (s, 2H), 4.04 (t, 2H), 3. 22 (m, 2H), 3.06 (b, 4H), 
2.29-2.17 (m, 5H), 1.80 (m, 4H), 1.61 (m, 2H). "C NMR (75 MHz, CD3OD) 5 (ppm): 156.5, 138.5, 
138.1, 137.8, 136.4, 130.7, 129.1, 128.8. 128.7. 128.6, 128.0, 127.8, 125.2, 122.7. 119.5. 110.4, 64.6, 
20 54.7, 53.0, 49.3, 24.2, 23.2, 21.8, 19.4. ESI calculated for C28H33CIN2O3S [MH+] 513; Observed: 513. 



BNSOOCID: <WO_0050391AIJ_> 



wo 00/50391 




PCTAJSOO/04560 



EXAMPT.F 7M 

2-{2-r3-(]-piperidinyI)propoxy]benzyl}-2H-naphtho(l,8-cd]isothiazolel,l-(lioxide hydrochloride 




Rf = 0.48 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 8.11-7.97 (dd, 2H), 
5 7.76 (m, IH), 7.44-7.23 (m, 4H), 6.98 (d, IH), 6.87 (t, IH). 6.68 (m, IH), 4.95 (s, 2H), 4.10 (t, 2H), 
2.60-2.41 (m, 6H), 2.02 (m, 2H), 1.57-1.40 (m, 6H). ''C NMR (75 MHz, CD3OD) 5 (ppm): 160.1, 
140.2, 134.8, 134.4, 134.0, 133.0, 132.8, 132.7, 131.8, 126.8, 124.1, 123.1, 121.8, 114.7, 107.4, 69.1, 
58.9, 57.2, 44.2. 28.6, 27.6. 26.2. ESI calculated for CzjHzgClNjOjS [MH+] 437; Observed: 437. 



EXAMPI.F. 270 

4-chloro-N-(23-dichlorophenyl)-N-{2-|3-(l-piperidinyI)propoxy]benzyl}ben2enesulfonainide 

hydrochloride 




CI 



Rf = 0.38 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.73-7.62 (m, 4H), 
7.42 (dd, IH), 7.22-7.10 (m, 2H) 6.85 (d, IH) 6.83 (dd. IH). 6.73 (dd, IH) 6.63 (t, IH) 5. 16 (d. IH) 
15 4.58 (d, IH) 4.18 (m, IH) 4.05 (d, IH) 3.53-3.30 (m, 6H) 2.36-1.90 (m, 4H). "C NMR (75 MHz. 
CD3OD) 5(ppm): 159.39 141.58, 139.54. . 139.42. 136.60, 135.47, 133.69. 132.59,132.31, 132.15, 
131.48, 131.38, 129.32, 123.92, 122.10, 112.87, 66.59. 56.95, 55.31. 51.84, 26.10. 25.07, 23.59. ESI 
calculated for C27H29C13N2O3S [MH+] 567; Observed: 567. 
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EXAMPLE 271 

4-chioro-N-{2-(3-(l-piperidinyl)propoxy]benzyl}-N-tetrabydro-2H-pyran-4- 
ylbenzenesulfonamide hydrochloride 




Rf = 0.42(10% methanol/DCM), 'H NMR (300 MHz, CD30D)6 (ppm): 7.90-7.86 (m, 2H), 
7.63-7.69 (m, 2H), 7.41-7.39 (m, IH), 7.33-7.27 (m. IH), 6.97-6.92(m, 2H), 4.56 (s, 2H), 4.16-4.12 (t, 
2H), 3.93-3.87 (m, IH), 3.80-3.73 (m, 2H), 3.44-3.22 (m, 8H), 2.32-2.27 (m, 2H), 1.89-1.80 (m, 4H), 
1.61-1.53 (m 4H), 1.29-1.25 (m, 2H). '^C NMR (free base, 75 MHz, CDC^S (ppm): 155.1, 139.5, 
138.4, 128.9, 128.6, 127.9, 125.6, 120.0, 1 10.2, 55.7. 55.1. 54.2, 41.0, 30.8, 26.4, 25.4, 23.9, 14.0. 



EXAMPLE 272 

4-chloro-N-(2,5-difluorophenyl)-N-({l-(3-(l-piperidinyl)propoxy]-2- 
naphthyl}methyl)beiizenesulfonainide hydrochloride 




Rr= 0.6 (10:1 DCM:methanol), 'H NMR (CDjOP) 8 (ppm): 7.99-7.96 (m, IH), 7.82-7.76 (m, 
15 3H), 7.66-7.63 (m, IH), 7.54-7.45 (m. 3H), 7.30-7.28 (m, IH), 7.05-7.00 (m. 2H), 6.84-6.81 (m, IH), 
5.01-4.91 (m, 2H), 4.04-4.01(m, 2H), 3.32-3.00 (m, 6H), 2.23-2.26 (m, 2H), 1.81-1.64 (m, 6H). LC- 
MS calculated for CjiHjiClFjNzOjS: 585: observed 585. 



EXAMPLE 271 

4-cbloro-N-(2,5-difluorophenyl)-N-({ 1 - [3-(l-piperidinyl)propoxy]-2- 
naphthyi}methyl)beiizenesulfonainide hydrochloride 




Mp = 228°C (d). Rf = 0.45 (10:1; DCM:methanol). 'H NMR (DMSO) 5 (ppm): 8.20-8.17 (m, 
IH), 7.87-7.77 (m, 6H). 7.55-7.11 (m, 5H), 6.57 (m, IH), 5.25 (m, 2H), 3.95 (m, 2H), 3.40-3.36(m, 
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2H), 3.15 (m, 2H), 2.85 (m. 2H), 2.12 (m, 2H), 1.80-1.76 (m, 4H), 1.42 (m, 2H). LC-MS calculated for 
C31H31CIF2N2O3S: 585: observed 585. 



EXAMPLE 274 

Using the general synthetic scheme outlined in SCHEME 274, compounds described in 
Examples 275-283 were prepared. 
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^MPLE 2: 

4-chloro-N-(2,5-difluorophenyl)-N-(2-hydroxybenzyI)benzcnesulfonainide 




OH 



Rf = 0.50 (3:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.74-7.71 (d, 2H, 7.54-7.51 
(d, 2H). 7.20-6.96 (m, IH), 7.00-6.96 (m, 2H), 6.89-6.87 (m, 2H), 6.75-6.67 (m, 2H), 6.45(s, IH). 4.70 
(s, 2H). 



EXAMPf F. 276 

4-chloro-N-{2-[2-(l-methyl-2-piperidinyl)ethoxy]benzyl}-N-phenyIbciizenesulfonainide 

hydrochloride 




Rf = 0.23 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.66-7.60 (m, 4H), 
7.22-7.15 (m. 4H). 6.95-6.89 (m. 4H ). 6.68 (t. IH), 5.04 (d, IH), 4.71 (d. IH), 4.16 (m, 2H). 3.85 (m. 
IH), 3.47 (d. IH), 3.19 (m, IH), 2.98 (s, 3H), 2.65 (m, IH), 2.22 (m, IH), 2.01-1.64 (m, 6H). NMR 
15 (75 MHz. CD3OD) 5 (ppm): 158.7, 140.9, 140.0, 138.4, 133.3, 131.2, 131.0, 130.9, 130.7, 130.3, 
130.0, 124.7, 121.9, 112.7, 64.9, 63.4, 57.4, 51.8, 41.1, 31.5, 28.9, 24.5, 23.1. ESI calculated for 
C27H33CIN2O3S [MH+] 499; Observed: 499. 



EXAMPT.E 277 

4-chIoro-N-{2-[2-(l-methyI-2-pyrrolidinyl)ethoxy]benzyl}-N-phenylbeiizenesulfonainide 

hydrochloride 

Rr= 0.24 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.62 (m, 4H), 7.22- 
7.16 (m, 4H), 6.96-6.89 (m, 4H), 6.68 (t, IH), 4.51 (d. IH), 4.77 (d, IH), 4.28 (m, 2H), 4.14-4.02 (m, 
2H), 3.73 (m. IH), 3.22 (m, IH), 3.04 (s, 3H), 2.69-2.44 (m, 2H), 2.28-1.91 (m, 4H). '^C NMR (75 
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MHz, CD3OD) 5 (ppm): 158.6. 140.8, 139.9, 138.4. 133.4 131.2, 130.9, 130.9 130.7, 130.3, 129.7 
124.7, 121.9, 112.7, 67.8,65.9, 57.8.51.8,40.1 31.6 30.5,22.7. 



EXAMPI.F, 27« 

4-chloro-N-phenyl-N-{2-|2-(2-piperidinyl)ethoxy]beiizyI}benzenesulfonamide hydrochloride 




Rr= 0.40 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.59-7.52 (m, 4H), 
7.15-7.08 (m, 4H), 6.88-6.80 (m, 4H), 6.60 (t, IH), 4.93 (d, IH), 4.68 (d, IH) 4.15-4.05 (m, 2H). 3.79 
(m, IH). 3.37 (m, IH), 3.10 (m, IH), 2.26-1.49 (m, 8H). NMR (75 MHz, CD3OD) 5 (ppm): 158.6, 
140.8. 140.1, 138.5. 133.1, 131.1. 131.0, 130.9, 130.7, 130.4, 129.7, 124.9, 121.9, 112.9, 64.9, 55.9, 
10 51.8. 46.6, 34.9, 29.9, 23.9, 23.5. ESI calculated for C26H29CIN2O3S [MH+] 485; Observed: 485. 



EXAMPLE 279 

N-{2-|3-(3-hydroxy-l-pyrrolidinyl)propoxy]benzyl}-N-phcnylbenzenesuIfonamide hydrochloride 



OH 




Rf = 0.15 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.52-7.46 (m, 4H), 
15 7.10-7.01 (m, 4H), 6.80-6.73 (m, 4H). 6.54 (m, IH), 4.74 (s, 2H), 4.48-4.46 (m, IH), 4.02 (t, 2H). 3.58 
(m, 3H), 3.39 (m, 3H), 2.28-1.93 (m, 4H). "C NMR (75 MHz, CD3OD) 5 (ppm): 160.3, 142.4, 141.6, 
140.1, 134.8, 132.8. 132.5, 132.4, 131.9. 131.3, 126.4. 123.4, 114.3, 72.4. 67.9. 64.9, 56.9, 55.9, 53.5, 
36.0, 29.2. ESI calculated for C27H29CIN2O4S [MH+] 501; Observed: 501. 



BNSDCXIO: <WO_00S0391A1_l_> 



wo 00/50391 



158 




PCT/US00/04S60 



EXAMPf .y 

4-chloro-N-{2-I3-(2-ethyl-l-piperidinyI)propoxy]benzyI}-N-phenyIbeii2enesulfonaiiiide 



hydrochloride 




Rf = 0.23 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 8 (ppm): 7.44-7.59 (m, 4H), 
7.24-7.15 (m, 4H). 6.94-6.89 (m, 4H), 6.68 (t, IH). 4.88 (d, 2H), 4.17 (I, 2H), 3.66-3.52 (d, 3H ), 3.25 
(m, 2H). 2.33 (m, 2H), 2.03-1.63 (m, 8H), 1.05 (t, 3H), '^C NMR (75 MHz, CD3OD) 5 (ppm): 158.9, 
141.0. 140.2, 138.9, 133.4. 131.3, 131.1, 131.0. 130.5, 129.8, 125.0. 122.1. 113.0. 66.9. 65.6. 52.0. 
51.9, 51.7. 28.2. 25.8. 24.2, 22.4, 10.8. ESI calculated for CzsHasClN^OsS [MH+] 527; Observed: 527. 

EXAMPT.FIRI 

4-chloro-N-phenyl-N-[2-(4-pyridinylmethoxy)benzyl]benzencsuIfonamide hydrochloride 



Rf = 0.63 (5% melhanoI/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 8.31 (d, 2H), 7.47-7.38 
(m, 4H), 7.25 (d, 2H), 7.1 1 (m, IH), 7.02-6.97 (m, 4H), 6.79 (m, 2H), 6.70 (m, 2H), 4.90 (s. 2H), 4.77 
15 (s,2H). 

EXAMPrF. 2S2 

4-chloro-N-pheny|.N-(2-(2-pyridinylinethoxy)ben2ylIbenzenesulfonamide hydrochloride 



Rr= 0.57 (5% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 8.87 (d, IH). 9.60 (t, 
20 IH), 8.17 (d, IH), 8.02 (t, IH), 7.61 (q. 4H), 7.29-6.86 (m. 9H). 5.47 (s, 2H), 5.00 (s. 2H). "C NMR 
(75 MHz. CD3OD) 5 (ppm): 156.2. 153.8. 147.5, 143.6, 140.5, 138.3, 136.9. 134.1, 130.6, 130.5, 
130.4, 130.0, 129.3. 127.4, 126.8. 125.7, 123.1, 113.5, 68.7, 51.3. ESI calculated for CjsHi.ClNiCS 
[MH+] 465; Observed: 465. 





CI 
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EXAMPI .F. 

4-chIoro-N-phenyI-N-[2-(3-pyridinylmethoxy)benzyl)benzenesulfonainide hydrochloride 




Rf = 0.61 (5% methanol/DCM) 'H NMR (300 MHz, CDjOD) 5 (ppm): 8.58-8.51 (m, 2H), 
5 7.89, (d, IH), 7.62-7.44 (m, 5H), 7.30 (dd, IH), 7.20-7.16 (m, 4H). 6.98-6.84 (m, 4H), 5.07 (s, 2H), 
4.90 (s, 2H). 



EXAMPT.R 2«4 

The general synthetic scheme set forth in SCHEME 284 can also be used for the preparation of 
numerous compounds according to the invention. 

10 
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2-[((o-bromo alkyloxy) N-beiizyl]4-chlorobenzenesulfanilides 

To a stirred suspension of lithium aluminum hydride (1 .78 g, 46.8 mmol) in THF (90 mL) at 0 
""C was added a solution of salicylanilide (5.0g, 23.4 mmol) in THF (50 mL) over 0.5 h. The resulting 
mixture was heated at refluxing for 3 h, then cooled to 0 ^'C, quenched with saturated NaHS04 solution, 
5 filtered through celite pad and the celite pad was washed with ethyl acetate. The filtrate was diluted 
with ethyl acetate (300 mL), washed with saturated brine (2 x 100 mL), dried with MgS04, filtered and 
concentrated under reduced pressure to give 3.9 g of the desired product as white solid (y: 83% ) Rf = 
0.40 (25% ethyl acetate/hexanes) *H NMR (300 MHz, CDCI3) 5 (ppm): 7.28-7.15 (m, 4H), 7.95- 6.84 
(m. 5H), 4.41 (s, 2H). 

10 Sulfonylation of the amine (2.0 g, 10.0 mmol) according to the general procedure described 

elsewhere provided the desired product (3.40 g, 9.10 mmol, 91%). Rf = 0.35 (25% ethyl 
acetate/hexanes) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.66-7.49 (m, 4H), 7.28-7.14 (m 4H), 6.97-6.65 
(m, 5H). 4.71 (s, 2H). 

General procedure for alkylation of phenol with co-bromoalkanols 

15 Mitsunobu alkylation of phenol with 3-bromo propanol, 4-bromo butanol and 5-bromo 

pentanol according general procedure described elsewhere gave the corresponding 2-[((D-bromo 
alkyloxy) N-benzyl]4-chlorobenzenesulfanilides. 

General procedure for the amination of 2-[(ci)-bromo alkyloxy) N-benzyl)4- 

chlorobenzenesulfanilides. 

20 The bromo compound (1.0 eq) was dissolved in neat amine (5.0 eq) (or in DCM (2.0 

mL/mmol) if the amine is a solid), and the solution was allowed stir at room temperature under Ar for 
Ih. The reaction mixture was then concentrated under reduced pressure, re-dissolved in ethyl acetate 
(25 mL/mmol) washed the ethyl acetate solution with saturated bicarbonate solution and water, dried 
with MgS04, filtered and concentrated under reduced pressure to give the desired product, as the free 

25 base, in near quantitative yield. The free base was converted into the corresponding HCl salt as 
described elsewhere. The HCl salt was purified by passing through a short plug of SiOa (10% 
methanoI/DCM) to yield the desired product in >90% yield. 
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The compounds described in Examples 285-320 were prepared according to the scheme 
described in the previous example. 

N-[2-(3-broniopropoxy)benzyI]-4-chIoro-N-phenylbenzenesulfonamide 

Rf = 0.35 (20% ethyl acetate/hexanes) 'H NMR (300 MHz, CDCh) 5 (ppm): 7.55-7.47 (m, 
2H), 7.19-7.17 (m. 4H), 7.27-7,14 (m, 5H). 6.98 (m. 2H), 6.86-6.75 (m, 2H). 4.78 (s, 2H), 3.99 (t, 2H), 
3.53 (t,2H). 2.20 (q, 2H). 

10 4-chloro-N-{2-|(5-chloropentyl)oxy]benzyl}-N-phenyIbenzenesulfonaiiilde 



Rf = 0.17 (6% ethyl acetate/hexanes) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.59-6.70 (m, 
13H), 3.82 (t, 2H), 3.56 (t, 2H). 1.83-1.54 (m, 6H). 

15 EXAMPT.K 2S7 

4-chloro-N-phenyl-N-{2~(3-(l-pyrrolidinyl)propoxy]benzyl}benzenesuIfonaniide hydrochloride 

Rf = 0.60 (6:l:DCM:methanol). 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.55-7.47 (m, 4H), 
7.19-7.17 (m, 3H), 6.79-6.75 (m, 3H), 6.61 (d, 2H), 4.75 (s, 2H), 4.13 (br, 2H), 3.80-3.65 (m, 4H), 3.15 
20 (br, 2H), 2.60(br, 2H). 2. 1 5 (m, 4H). 
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EXAMPLE 2«« 

tert-butyl 4-{3-[2-({[(4-chlorophenyl)sulfonyl)anilino}inethyl)phenoxy]propyI}-l- 

piperazinecarboxyiate 

II ' 





5 Rf = 0.13 (5% methanol/DCM) 'H NMR (300 MHz, CDClj) 5 (ppm): 7.56 (m, 2H). 7.45 (m, 

2H), 7.32-7.12 (m, 5H), 6.99 (m, 2H), 6.83 (t, IH). 6.73 (d, IH). 5.30 (s. 2H), 3.89 (t, 2H), 3.44 (t, 4H), 
2.50-2.37 (m, 6H). 1.87 (q. 2H). 1.47 (s, 9H). 

EXAMPI.E 2«9 

4-chloro-N-{2-[3-(3,6-dihydro-l(2H)-pyridinyl)propoxy]benzyl}-N-phenylbenzenesulfonamide 
10 hydrochloride 

o 

Rf = 0.45 (5% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.40 (m, 4H), 6.95 (m, 
4H), 6.71-6.60 (m, 4H), 6.43 (m, IH), 5.82 (m, IH), 5.59 (m, IH), 4.65 (s, 2H), 3.97 (t, 2H), 3.71 (m, 
2H), 3.55-3.10 (m, 4H), 2.33-1.81 (m, 4H). ''C NMR (75 MHz, CD3OD) 5 (ppm): 158.8, 140.9, 139.9, 
15 138.5, 133.4, 131.2, 130.9, 130.8, 130.3, 129.6, 127.1, 124.7, 121.8, 121.4, 112.6, 66.3, 55.7, 52.0, 
52.0,51.0, 25.9,24.1. 

EXAMrLE 29Q 

N-{2-[3-(4-beiizyI-l-piperidinyl)propoxy]benzyl}-4-chloro-N-phenyIbeiizenesulfonainide 

hydrochloride 

crK> 

Rf = 0.60 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.54 (m, 4H), 7.21- 
7,06 (m, 9H), 6.82-6.74 (m, 4H), 6.57 (m, IH), 4.78 (s, 2H), 4.07 (m, 2H), 3.55 (m, 4H), 2.99 (m, 2H), 
2.58 (m, 2H), 2.27 (m, 2H), 1.89-1.51 (m, 5H). 
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EXAMPT.F. 291 

N-{2.[3-(4-ben2yl-l.piperidinyl)propoxyJbeiizyl}-4.chIoro-N-phenylbenzenesulfonainide 

hydrochloride 



5 Rf = 0.32 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.40 (m, 4H). 6.99 (m. 

4H), 6.69-6.44 (m, 5H). 5.80 (s, 2H). 4.66 (s, 2H), 4.07-3.96 (m. 6H), 3.62 (m, 2H). 2.1 1 (m. 2H). '^C 
NMR (75 MHz, CD3OD) 5 (ppm): 161.0. 143.0, 142.0, 140.6, 135.6. 133.4. 133.0, 132.9. 132.4, 131.8. 
128.7. 126.8, 123.9, 1 14.7. 68.2. 63.7, 56.9. 54.2. 29.6. 

EXAMrLE 292 

1 0 N-{2-[3-(l-azetidinyl)propoxylbenzyl}.4.chloro-N-phenylbenzenesuIfonaniide hydrochloride 

Rf = 0.54 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.61-7.54 (m, 4H), 
7.16-7.09 (m, 4H), 6.88-6.78 (m, 4H), 6.60 (t, IH), 4.84 (s, H), 4.25 (t, 4H), 4.08 (m. 2H), 3.67 (m, 2H), 
2.52 (m, 2H), 2.10 (m, 2H). '^C NMR (75 MHz, CD3OD) 5 (ppm): 158.8, 140.9, 139.9, 138.4, 133.4. 
15 131.2, 130.9, 130.77, 130.3, 129.6. 124.6. 121.8, 112.6. 65.8. 56.2, 54.1. 52.0. 26.2. 17.6. 

EXAMPl .F 29^ 

4-chloro-N-phenyl-N-(2-{(5-(l-piperidinyl)pentyl]oxy}benzyi)beiizenesulfonaniide hydrochloride 




Rf = 0.17 (20% methanol/ethyl acetate) 'H NMR (300 MHz, CD3OD) S (ppm): 7.89-7.82 (m, 
20 4H), 7.47-7.36 (m. 4H). 7.27-7.09 (m, 4H), 6.96-6.91 (m, IH). 5.09 (s, 2H), 4.23 (t. 2H). 3.81 (d. 2H), 
3.42 (t, 2H), 3.20 (m, 2H). 2.25-1 .95 (m, 12H). 
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EXAMPI.F 294 

4-chIoro-N-phenyl-N-{2-[4-(l-piperidinyl)butoxy]benzyl}benzenesulfonainide hydrochloride 




Rf = 0.20 (5% methanol/DCM) 'H NMR (300 MHz, CDjOD) 5 (ppm): 7.38 (m, 4H), 6.97 (m. 
5 4H), 6.69 (m, 4H), 6.44 (t, IH), 4.64 (s, 2H), 3.84 (t, 2H), 2.99 (m, 6H). 1 .93-1 .68 (m, lOH). '^C NMR 
(75 MHz, CD3OD) 5 (ppm): 158.5. 140.3, 139.8, 138.3. 132.5, 130.5, 130.4. 130.4, 130.3. 129.8, 

129.0, 124.5, 121.1, 112.3, 68.1, 58.1, 54.3, 51.3, 27.6, 25.3, 22.7, 22.3. ESI calculated for 
C28H3JCIN2O3S [MH+] 511; Observed: 511. 

EXAMPLE 29S 

10 4-chloro-N-{2-(3-(3,4-dihydro-2(lH)-isoquinoIinyl)propoxylben2yl}-N-phenylbenzenesaIfonamide 

U^^Ov.-" 00 

Rf = 0.50 (50% ethyl acetate/hexanes) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.59-7.55 (m, 
2H), 7.46-7.42 (m, 2H), 7.44 (dd, IH), 7.22-6.99 (m, lOH), 6.84 (t, IH), 6.74 (t, IH), 3.92 (t, 2H). 3.62 
(s, 2H) 2.91 (t, 2H), 2.73 (t, 2H), 2.62 (t, 2H), 1.96 (m, 2H). '^C NMR (75 MHz, CDCI3) 6 (ppm): 
15 159.1. 141.7, 141.6, 139.7, 137.2. 136.8, 132.6, 131.6, 131.4, 131.3, 131.2, 130.4, 129.1, 128.7, 128.2, 
126.4, 122.9, 113.6. 68.6, 58.7, 57.4. 53.5, 51.8. 31.7, 29.5. ESI calculated for Cj.HjiClNjOjS [MH+] 
547; Observed: 547. 

EXAMPLE 296 

4-chloro-N-{2-[3-(cyclohexylaniino)propoxy]benzyI}-N-pbenylbeiizenesulfonaiiiide hydrochloride 

Rf = 0.20 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.45-7.37 (m, 4H), 
7.45-7.1 1 (m, 4H), 7.-7.1 1 (m, 4H), 6.89 (m, IH), 5.09 (s, 2H), 4.38 (t, 2H), 3.72 (t. 2H), 3.40 (m. IH), 
2.49 (m, 4H), 2.13-1.94 (m, 3H), 1.66-1.48 (m, 5H). ''C NMR (75 MHz, CD3OD) S 158.6, 140.7, 

140.1, 138.6, 133.0, 131.07, 130.9, 130.9, 130.7, 130.3, 129.6, 124.9, 121.8, 112.8, 66.5, 59.1, 51.6, 
25 44.1, 30.9, 28.1, 26.6, 25.9. ESI calculated for CagHjjClNjOjS [MH+] 513; Observed: 513. 
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EXAMPLE ?P7 



4-chloro-N-{2-[3<cyclopropylaiiuno)propoxy]benzyI}-N-phcnylbeiizenesulfonamid 

hydrochloride 



Rf = 0.32 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): lAQ-l.ll (m, 4H), 
6.99-6.89 (m, 5H), 6.76-6.74 (m, 2H), 6.57 (m, 2H), 4.61 (s. 2H), 3.71 (t, 2H), 2.66 (t, 2H), 1.99 (m, 
IH), 1.71 (m, 2H), 0.30-0.15 (m, 4H). ''C NMR (75 MHz, CD3OD) 5 (ppm): 159.0, 141.1, 139.3, 
132.6, 131.3, 131.2, 131.1, 130.7, 129.8, 125.8, 122.2, 113.2, 68.1, 51.2, 48.4, 32.6, 30.8, 6.8. ESI 
calculated for C2SH27CIN2O3S [MH+] 471; Observed: 471. 

EXAMPT.F. 29S 

4-chloro-N-{2-[3-(4-hydroxy-l-piperidinyI)propoxy]benzyl}-N-phenylbenzenesuifonamide 

hydrochloride 



Rr= 0.19 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.50-7.43 (m, 4H), 
7.07-6.98 (m, 4H), 6.78-6.72 (m, 4H), 6.54-6.49 (m, IH), 4.17 (s, 2H), 3.98 (t, 2H), 3.81 (m, IH), 3.39- 
3.08 (m, 6H), 2.20-2.11 (m, 2H), 1.98-1.91 (m, 2H), 1.70 (m, 2H). ''C NMR (75 MHz, CD3OD) 5 
(ppm): 158.7, 140.8, 140.1, 138.6, 133.2, 131.2, 130.9, 130.9, 130.8, 130.3, 129.6, 124.8, 121.8, 112.7, 
66.6, 56.3, 51.8, 51.3, 32.6, 26.2. ESI calculated for C27H31CIN2O4S [MH+] 515; Observed: 515. 



4-chloro-N-phenyl-N-{2-[3-(l-piperazinyl)propoxy]benzyI}benzenesulfonainide dihydrochloride 



Rf = 0.15 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.80-7.65 (m, 5H), 
7.33-7.27 (m, 4H), 7.07-6.91 (m, 4H), 6.77 (t, IH), 5.01 (s, 2H), 4.34 (t, 2H), 4.02-3.68 (m, lOH), 2.59 
(m, 2H). "C NMR (75 MHz, CD3OD) 5 (ppm): 158.7, 140.8, 139.8, 138.5, 13.3, 133.1, 131.2, 130.9, 
130.9. 130.8, 130.3. 129.7, 124.7, 121.8, 112.7, 66.1. 56.5, 52.0, 50.3, 50.3, 42.4, 25.6. ESI calculated 
for C26H30CIN3O3SCI [MH+] 500; Observed: 500. 




OH 
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EXAMPLE 300 

4-chloro-N-(2-{[(2S>7-methyl-7-azabicycIo[2.2J]hept-2-yl]methoxy}beiizyI)-N- 
phenylbenzenesulfonamidc hydrochloride 




Rf = 0.20 (10% methanol/DCM) 'H NMR (300 MHz, CDjOD) S (ppm): 7.65-7.59 (m, 4H), 
7.25-7.16 (m, 4H), 7.00-6.93 (m, 4H), 6.73 (m, IH). 4.88 (q, 2H). 4.10 (m, IH), 3.97 (m, 3H), 2.76 (s, 
3H), 2.54 (m, IH), 2.23-1.78 (m, 6H). "C NMR (75 MHz, CD3OD) S (ppm): 158.7, 140.8, 140.3, 
138.7, 133.0, 131.1, 130.9, 130.8, 130.7, 130.3. 129.6, 125.2, 122.0, 113.2, 70.5, 68.1, 66.1, 51.7, 43.3, 
34.4, 33.8. 3.1, 25.8. ESI calculated for C27N2O3SCIH29 [MH+] 497; Observed: 497. 



Rf = 0.33 (5% methanol/DCM) 'H NMR (300 MHz, CDClj) S (ppm): 7.67-7.62 (m, 2H), 7.55- 
7.50 (m, 2H), 7.21-7.11 (m, 5H), 6.94-6.83 (m, 4H), 4.75 (s, 2H), 2.99-2.80 (m, 8H), 2.05-1.62 (m, 
lOH). "C NMR (75 MHz, CDCI3 ) S (ppm): 141.5, 138.5, 137.9. 133.4, 132.6, 131.4, 130.0, 129.4, 
129.2, 129.2. 128.7, 128.5, 128.1, 126.2, 57.9, 53.7, 53.0, 31.9, 29.1, 24.5. 23.5, 22.9. 



4-chIoro-N-{2-[3-(lH-iinidazol-l-yl)propoxy]beiizyl}-N-phenylbenzenesulfonaiiiide hydrochloride 



Rf = 0.38 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.53-7.38 (m, 5H), 
7.04-6.93 (m, 5H), 6.85-6.75 (m, 4H), 6.55 (m. IH), 6.50 (t, IH). 4.70 (s, 2H), 4.18 (t, 2H). 3.72 (t, 2H). 
2.06 (m, 2H). '^C NMR (75 MHz, CD3OD) S (ppm): 157.6, 139.6, 139.4, 137.7, 131.9, 129.9. 129.8. 
129.7, 129.6, 129.2, 128.5, 124.0, 120.6, 111.4, 64.7, 50.5, 44.4, 31.3. ESI calculated for 
C2SH29CIN3O3S [MH+] 482; Observed: 482. 



N-phenyl-N-{2-(4-(l-piperidinyl)butyl|benzyl}benzenesulfonaiiiide 
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EXAMPI.F. 

4-chloro-N-{2-I3-(3,5-dimethyl-l-piperidinyl)propoxylbenzyl}-N-phenylbeii2enesulfonainide 

hydrochloride 

0;° 

5 Rr = 0.35 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) (5 (ppm): 7.66-7.58 (m, 4H), 

7.23-7.14 (m, 4H), 6.99-6.88 (m, 4H), 6.70 (t, IH), 4.87 (s', 2H), 4.09 (t, 2H). 3.44-2.83 (m, 4H), 2.39- 
1.85 (m, 6H), 1.11-0.77 (m, 8H). '^C NMR (75 MHz, CD3OD) 6 (ppm): 158.9, 140.9, 140.3. 138.7, 
133.2, 131.2, 131.1, 131.02, 130.9, 130.4. 129.7. 125.0, 121.9. 112.8. 67.0. 66.9, 60.8, 57.5. 56.8, 51.7, 
41.7. 38.5. 31.3, 26.4, 26.3, 19.7, 19.3. 

10 EXAMPI.F ^(\A 

4-chIoro-N-{2-(3-(l,4-dioxa-8-azaspiro[4.5]dec-8-yl)propoxyJben2yl}-N- 
phenylbenzenesulfonamide 

Rf = 0.38 (9% methanoLDCM) 'H NMR (300 MHz. CDCI3) S (ppm): 7.58-7.55 (m. 2H), 7.46- 
15 7.36 (m, 3 H), 7.23-7.1 1 (m. 4H). 7.00 (dd, 2H). 6.85 (t. IH). 6.72 (d, IH). 4.79 (s, 2H). 3.83 (t, 2H), 
2.52-2.44 (m, 6H), 1.90-1.74 (m. 6H). '^C NMR (75 MHz, CDCu) S (ppm): 156.8, 139.6, 139.4, 137.5, 
130.4. 129.5, 129.50, 129.2, 128.2, 124.3. 120.8. 111.4. 107.6. 66.7. 64.6, 55.2. 51.8, 49.5. 35.2, 27.4. 

N-{2-[3-(l -azepanyl)propoxy] benzyl}-4-chloro-N-phenylbenzenesalfonainide hydrochloride 

Rf = 0.19 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.68-7.61 (m, 4H), 
7.25-7.16 (m, 4H), 6.97-6.86 (m, 4H), 6.68 (m, IH), 4.89 (s, 2H), 4.18 (t, 2H), 3.69 (m, 2H), 3.50 (t, H), 
2.37 (m, 2H), 2.00 (b, 4H), 1.79 (m, 4H). "C NMR (75 MHz, CD3OD) S (ppm): 161.0, 143.0, 142.2, 
140.7, 135.5, 133.4. 133.1, 133.0, 132.5, 131.9, 126.9, 124.0, 114.8, 68.7, 59.3, 58.7, 54.1. 30.2, 28.4, 
25 27.6. 



20 
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EXAMPI.K lOfi 

4-cbloro-N-(2-{3-((2R,6S)-2,6-dunethylpiperidinyl]propoxy}benzyl)-N-phenylbeiizenesulfonamide 

hydrochloride 




5 Rf = 0.23 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.44 (m, 4H). 7.06-7.99 

(m. 4H), 6.85-6.72 (m, 4H), 6.57 (m, IH). 4.70 (s, 2H), 3.96 (t. 2H), 3.43-3.23 (m, 6H), 2.11-1.51 (m, 
8H). 1.29 (d, 6H). ''C NMR (75 MHz. CD3OD) S (ppm): 158.4, 140.8, 140.3, 138.7, 132.6, 130.9, 
130.7, 130.4, 129.6, 125.2, 122.1, 113.1, 66.8, 61.2, 51.1, 24.0. 19.2. ESI calculated for C29H35CIN2O3S 
[MH+] 527; Observed: 527. 

10 EXAMPI.F. ^07 

4-chloro-N-{2-{3-(4-oxo-l-piperidinyl)propoxy]beiizyl}-N-phenylbeiizenesulfonainide 

hydrochloride 




Rf = 0.25 (5% methanol/DCM) 'H NMR (300 MHz. CD3OD) S (ppm): 7.76-7.64 (m, 4H), 
15 7.33-7.18 (m, 5H), 7.06 (dd, 2H), 6.94 (d, IH), 6.84 (t, IH). 4.82 (s, 2H), 3.99 (t, 2H), 2.72 (t, 4H), 2.60 
(m, 2H), 2.39 (t, 4H), 1.87 (m, 2H). "C NMR (75 MHz, CD3OD) 5 (ppm): 212.0. 159.4, 141.9, 141.8, 
139.9, 139.2, 131.9, 131.8, 131.7, 131.6, 130.7, 126.6, 123.1, 113.8, 68.7, 56.8, 55.9,52.3.44.0, 30.0. 

EXAMPT .F 

4-chIoro-N-phenyl-N-{2-[3-(4-thiomorphoIlnyl)propoxy)benzyl}benzenesuIfonainide 
20 hydrochloride 




Rf = 0.40 (5% methanol/DCM) 'H NMR (300 MHz, DMSO) S (ppm): 7.40 (dd, 4H), 7.04 - 
6.88 (m, 4H), 6.77 (m, 2H), 6.57 (dt. 3H), 4.51 (s, 2H). 3.63 (t, 2H), 2.35-2.25 (m, lOH), 1.51 (m, 2H). 
"C NMR (75 MHz. CDCI3) S (ppm): 156.9, 139.4, 139.4. 137.5, 130.6, 129.4, 129.2, 129.2, 129.2, 
25 128.2. 124.18. 120.7. 111.3,66.3,56.1,55.4.49.7,28.3,26.6. 
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4-chloro-N-{5-chloro-2-(3-(4-hydroxy-l-piperidinyl)propoxy]benzyl}-N- 
phenylbenzenesulfonamide hydrochloride 

5 Rr= 0. 1 8 (1 0: 1 ; DCM:methanol). 'H NMR (CD3OD) 5 (ppm): 7.44-7.37 (m, 4H). 7.06-7.03 (m, 

3H), 6.95 (dd, IH), 6.76-6.67 (m. 4H), 4.63 (s, 2H), 3.88 (t, 2H), 3.71 (br. IH). 3.21-3.11 (m, 4H), 2.86 
(br, 2H), 2.08-1.99 (m. 2H), 1.89-1.73 (m,2H), 1.62 (m, 2H). 

EXAMPLE 310 

4-chloro-N-{2-[3-(3-hydroxy-l-piperidinyl)propoxy)benzyl}-N-phenylbenzenesulfonaiiiide 

hydrochloride 

OH 

Rf = 0.23 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.66-7.59 (m, 4H), 
7.23-7.14 (m, 4H), 7.03-6.87 (m, 4H), 6.72 (t, IH), 4.87 (s, 2H), 4.06 (t, 2H), 3.94 (b, IH), 3.21-3.03 
(m, 6H), 2.18-1.56 (m, 6H). '^C NMR (75 MHz. CD3OD) S (ppm): 157.7, 139.8, 139.2, 137.6, 131.9, 
15 130.0, 129.9, 129.8, 129.7, 129.2, 128.5, 124.0, 120.7, 111.7, 66.0, 65.1, 59.6, 55.9, 53.8, 50.4, 31.4, 
25.5, 20.3. 



EXAMPLE 311 

4-chioro-N-(2-{3-[4-(hydroxymethyl)-l-piperidinyI]propoxy}benzyl)-N- 
pbenyibenzenesulfonainide hydrochloride 




Rf = 0.20 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.41-7.34 (m, 4H), 
6.99-6.90 (m, 4H), 6.71-6.63 (m, 4H), 6.43 (m, IH), 4.63 (s, 2H), 3.90 (t, 2H), 3.47-3.24 (m. 6H), 2.82 
(m, 2H), 2.09 (m, 2H), 1.81-1.33 (m, 5H). "C NMR (75 MHz. CD3OD) S (ppm): 158.6. 140.7, 139.8, 
25 138.3, 133.1, 131.0. 130.7, 130.56, 130.1, 129.4, 124.5, 121.6, 1 12.4, 66.8, 66.3, 56.2, 54.1, 51.6, 37.9, 
27.7, 26.0. 
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EXAMPLE 312 

4-chlora-N-{2-[3-(4-hydroxy-^methyl-l-piperidinyl)propoxy]beiizyl}-N- 
phenylbenzenesulfonamide hydrochloride 



oc; — 

5 Rf = 0.3 (l:10;methanol:DCM) 'H NMR (300 MHz, CDjOD) S (ppm); 7.52-7.45 (m, 4H), 

7.09-7.01 (m, 4H), 6.91-6.73 (m, 4H), 6.53 (m, IH), 4.74 (s, 2H), 4.01 (s, 2H), 3.46-3.22 (m, 6H), 2.19 
(m. 2H), 1.84-1.68 (m, 4H), 1.18 (s, 3H). "C NMR (75 MHz. CD3OD) S (ppm): 159.4, 141.4, 140.6, 
139.2, 133.9. 131.8. 131.5, 131.5, 131.4, 130.9, 130.3, 125.4, 122.4, 113.3, 67.1, 66.9, 56.7, 52.5, 51.4, 
37.6, 30.7, 26.8. 

10 EXAMPI.F-^r^ 

4-chIoro-N-{2-|3-(I,l-dioxido-4-thiomorphoIinyl)propoxy)benzyl}-N-phenylbenzenesulfonainide 

hydrochloride 

o 

Rf = 0.45 (67% ethyl acetate/hexanes) 'H NMR (300 MHz, DMSO) S (ppm): 7.72-7.60 (m, 
15 4H), 7.30-7.13 (m, 5H), 7.01 (dd, 2H), 6.89 (d, IH), 6.79 (t, IH), 4.77 (s, 2H), 3.92 (t, 2H), 3.09 (m, 
4H). 2.88 (m, 4H), 2.62 (t, 2H), 1.78 (m, 2H).''C NMR (75 MHz, CDCI3) S (ppm): 155.9, 138.3, 
138.1, 136.3, 130.0, 128.4, 128.3, 128.3, 128.2, 128.1, 127.2, 122.8. 119.5, 110.2, 64.7, 52.6, 52.5, 
49.9, 49.1. ESI calculated for C26H29CIN2S2O5 [MH+] 549; Observed: 549. 

EXAMPT.K •^14 

20 4-chloro-N-(2-{3-[4-bydroxy-4-(trifluoromethyl)-l-piperidinyl]propoxy}benzyI)-N- 

phenylbenzenesulfonamide hydrochloride 



Rf = 0.23 (5% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.4-7.35 (m, 4H), 7.01- 
6.91 (m, 5H), 6.78-6.74 (m, 2H), 6.58-6.52 (m, 2H).4.63 (s, 2H), 3.73 (t, 2H), 2.68 (m, 2H), 2.42 (m, 
25 2H), 2.19 (dt, 2H), 1.79-1.53 (m, 6H). "C NMR (75 MHz, CD3OD) S (ppm): 160.9, 142.9, 141.1, 
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134.5, 133.1, 133.0, 132.90, 132.8, 132.4. 131.6, 127.6. 123.9, 114.9, 73.9, 73.6, 69.9, 58.9, 53.1, 51.5, 
32.9, 30.0. ESI calculated for C28H30CIF3N2O4S [MH+] 583; Observed: 583. 

EXAMPl.F.llS 

4-chloro-N-(2,5-difluorophenyI)-N-{2-[3-(l-pyrrolidinyi)propoxy1beiizyl}benzenesulfonaiiiide 
5 hydrochloride 

Rf= 0.40 (10:l;DCM:methanol). 'H NMR (300 MHz, CD3OD) ^ (ppm): 7.85-7.74 (m, 4H), 
7.31 (dt, IH), 7.16-6.76 (m, 6H), 4.96 (s, 2H), 4.26 (t, 2H), 3.80 (m, 2H), 3.58 (br m, 4H). 2.48-2.39 
(m, 2H), 2.57-2.11 (m, 4H). 

10 EXAMPT.E316 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(lH-iniidazol-l-yl)propoxy]-6- 
inethoxybciizyI}benzenesulfonainide hydrochloride 

cc 

Rf= 0.5 (93:7; DCM:methanol). 'H NMR (CDCI3) 8 (ppm): 7.77-7.34 (m, 3H), 7.63-7.60 (m, 
15 2H), 7.22-7.19 (m, IH), 7.12 (t, IH), 7.00-6.95 (m, 2H), 6.60-6.54 (m, IH), 6.49-6.46 (m, IH), 6.37- 
6.35 (m, IH), 4.94-4.90 (m, 2H), 4.43 (t, 2H), 3.91 (t, 3H), 3.47 (s, 3H), 2.29 (m, 2H). LC-MS 
Calculated for C26H24CIF2N3O4S: 547. Observed: 548 (MH+). 

EXAMPLE 317 

4-chloro-N-{2-[3-(diethylainino)propoxy]benzyl}-N-(2,5-difluorophenyl)benzenesalfonaiiiide " 
20 hydrochloride 




Rf= 0.49 (9 % methanol in DCM), 'H NMR (300 MHz, CD3OD) S{ppm): 7.71 (d, 2H), 7.62 
(d, 2H), 7.20 (t, IH), 7.02-6.98 (m, 2H), 6.90 (d. IH), 6.88 (d, IH), 6.76 (m, IH), 6.69 (t. IH), 4.84 (s. 
2H), 4.16 (t, 2H), 3.64-3.61 (m, 2H). 3.37-3.31 (m, 4H), 2.34-2.31 (m, 2H), 1.38 (t, 6H). 
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EXAMPLE 318 

4-chloro-N-(2,5-dinuorophenyl)-N-{2-[3-(l^-dioxo-l^-dihydro-2H-isoindoI-2- 
yl)propoxy]benzyl}beiizcnesulfonainide 




5 Rf= 0.33 (2: 1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDClj) 5(ppm)- 7.85-7.26 (m, 2H), 

7.74-7.67 (m, 4H), 7.48 (d, 2H), 7.31 (d, IH). 7.17 (t. IH), 6.94-6.83 (m, 4H), 6.70 (d, IH), 4.82 (s, 
IH), 3.86-3.81 (m, 4H), 2.10-2.01 (m, 2H). 

EXAMPI.B; 319 
4-chloro-N-(2,5-difluorophenyl)-N-{2-I3-(2,5-dioxo-l- 
1 0 pyrroIidinyl)propoxy] benzyl}benzenesuifonamide 

o 




Rf= 0.73 (5% methanol in CH2CI2) 'H NMR (300MHz CDCI3) S (ppm): 7.70-7.67 (d, 2H), 
7.49-7.46 (d, 2H), 7.31-7.15 (m, 2H). 6.94-6.83 (4H), 6.72-6.69 (d, IH), 4.89-4.82 (br, 2H), 3.83-3.79 
(t, 2H), 3.68-3.63 (t, 2H), 2.77-2.64 (br, 4H), 2.05-1.92 (m, 2H). LC-MS calculated for 
15 C26H23CIF2N2O5S [MH*] 549; Observed: 549. 

EXAMPLE 320 
4-chloro-N-(2,5-ilifluorophenyl)-N-{2-l3-(2,6-dioxo-l- 
piperidinyl)propoxy]benzyl}benzenesulfonainide 



^0 — V 



20 Rf = 0.43 (1 : 1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S (ppm): 7.68 (d, 2H), 7.48 

(d, 2H). 7.36 (d, IH), 7.17 (m, IH), 6.94-6.85 (m, 4H), 6.69 (d, IH). 4.85 (s, 2H), 3.86 (t. 2H), 3.77 (t, 
2H), 2.65 (t, 4H), 1.98-1.82 (m, 4H). MS calculated for C27H25CIF2N2O5S. [MH*] 563; Observed: 563. 
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EXAMPLE 321 
4-chloro-N-(2,5-dinuorophenyl)-N-(l-{2-(3-(lH-iinidazoH. 
yl)propoxy]phenyl}ethyl)benzenesulfonainide hydrochloride 

The general synthetic scheme set forth in SCHEME 321 can also be used for the preparation of 
5 numerous compounds according to the invention. 
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To a solution of 2 '-hydroxy acetophenone (3.0 g, 22 mmol) under Ar, in anhydrous THF (100 
mL) was added triphenylphosphine (8.7 g, mm mmol), 3-bromopropanol (3.8 g, 27 mmol) and DEAD 
(5.2 mL, 33 mmol). The reaction mixture was stirred at room temperature for 14 h, concentrated under 
reduced pressure and the product isolated by Si02 chromatography (hexanes/ethyl acetate 7:1) to give 
5 4.0 g of product (yield: 71%). *H NMR (300 MHz, CD3OD) 6 (ppm): 7.72 (dd. IH), 7.46 (dt, IH), 
7.02-6.95 (m, 2H), 4.22 (t, 2H), 3.61 (t, 2H), 2.60 (s, 3H), 2.38, (p, 2H). 

A solution of 2*(3-bromopropyloxy) acetophenone (3.2 g, 12.5 mmol) in methanol (50 mL ) 
was cooled to 0 "C under Ar atmosphere. Solid NaBH4 (0.475 g, 12.5 mmol) was added in one portion 
10 and the reaction mixture was stirred at 0° C for 1 h, diluted with 100 mL of water and the product 
extracted with 3 x 50 mL of ethyl acetate. The combined organic phase was washed with 100 mL of 
water, dried with anhydrous MgS04, filtered and concentrated under reduced pressure to give 3.1 g of 
product (y: 97%).'H NMR (300 MHz, CD3OD) 5 (ppm): 7.38 (dd, IH), 7.23 (dt, IH), 6.98 (t, IH), 
6.89 (d, IH), 5.13 (q, IH), 4.17 (t, 2H), 3.61 (t, 2H), 2.36 (p, 2H), 1.50 (d, 3H). 

1 5 Synthesis of i?- Alcohol 

To a stirred solution of commercially available (Strem)(R)- methyl oxazaborolidine (1.27 M 

solution in toluene, 3.9 mL, 4,95 mmol) at room temperature under Ar was added a solution BH3.Me2S 
(10.5 M, 5.63 mL, 59.1 mmol) over a period of 10 min. The reaction mixture was left stirred at room 
temperature for 10 min after which time cooled to -20°C. To this cooled solution was added a solution 

20 of the ketone (25 33 g, 98.5 mmol) in dry DCM (1 1 mL) via syringe pump over a period of 4 h. The 
reaction mixture was left stirred for another 2 h at -20 and carefully quenched with pre cooled 
methanol. The solvent was removed by concentrating under reduced pressure to yield the crude product 
which was subsequently purified by Si02 chromatography(ethyl acetaterhexanes, 1:10) to yield the 
chiral product as a colorless oil (24 g, 94%, >98% ee by chiral HPLC). The stereochemistry is 

25 assigned 5, based on the literature precedents. *H NMR (300 MHz, CD3OD) 6 (ppm): 7.72 (dd, IH), 
7.46 (dt, IH), 7.02-6.95 (m, 2H), 4.22 (t, 2H), 3.61 (t, 2H), 2.60 (s, 3H), 2.38, (p, 2H). 

The procedure was repeated with (S)-methyl oxazaborolidine solution to yield the 
corresponding (/?)-alcohol. 

To a stirred solution of the racemic alcohol (0.5 g, 1.9 mmol) in dry THF (10 mL) under Ar 
30 was added triphenylphosphine (0.75g, 2.85 mmol) followed by the sulfonamide (0.9 Ig, 2.85 mmol). 
The reaction mixture was cooled to 0 in an ice bath and DEAD (0.45 mL, 2.85 mmol) was added 
over period of 5 min. The reaction mixture was left to stir at room temperature for 15h then 
concentrated under reduced pressure to give the crude product mixture which was subsequently purified 
by chromatography over Si02 (10:1 hexanes/ethyl acetate) to give 465 mg (y: 63%) to a fford a pale 
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yellow oil. *H NMR (500 MHz CDCI3) ^ppm): 7.62-7.61(m, 2H), 7.39-7.36 (m, 2H), 7.20 (I, IH), 
6.93 (br, IH), 6.86 (d overlaps br, 3H), 6.77 (br d, IH), 6.68 (t, IH), 6.08 (br, IH), 4.19-4.09 (m, 2H), 
3.77 (br, 2H), 2.47-2.35 (m, 2H), 1.56 (overlapping d, 3H). 

The R and 5 alcohols were similarly converted to the S and bromoalkyl sulfonamide 
5 derivative respectively. 

The racemic bromo alkyl sulfonamide derivative (115 mg, 0.21 mmol) was dissolved in dry piperidine 
(2 mL) under Ar and stirred at room temperature for Ih. The reaction mixture was concentrated under 
reduced pressure, re-dissolved in 20 mL of ethyl acetate, washed with saturated bicarbonate solution 
(2x 10 mL oO, water (2x10 mL), dried with MgS04, filtered and concentrated under reduce pressure 

10 to give 1 10 mg of product as colorless oil (free base). The free base was converted to the HCl salt as 
described before, passed through a short plug of Si02 (10% methanol in DCM) to yield 85 mg of 
product as white solid, (y: 70%) NMR (500 MHz CDCI3) 5 (ppm): 7.68-7.54 (m, 4H), 7.23, 7.01, 
6.81, 6.67 (br, 6H), 6.25 (q overlaps br, 2H), 4.32-4.21(m, 2H), 3.70-3.60 (m, 4H), 3.10-3.56 (br, 2H), 
2.43-2.40 (m, 2H), 2.01-1.75 (m, 5H), 1.55-1.51 (m, 4H). ESI calculated for C28H32CIF2N2O3S [MH+] 

15 549; Observed: 549. The R and S bromoalkylsulfonamides were similarly converted to give 
enantiomerically enriched products. 

To a stirred solution of imidazole (82 mg, 1.2 mmol) in anhydrous THF(5.0 mL) was added 
2.0 M M-BuLi Solution in hexanes ( 600 ^iL 1.2 mmol). The reaction mixture was stirred at room 

20 temperature for 30 min, and a solution of bromoalkyl sulfonamide derivative (220 mg, 0.34 mmol in 5 
mL of THF) was added. The reaction mixture was stirred at room temperature for 6 h, then quenched 
with saturated bicarbonate solution, extracted with ethyl acetate (2 x 25 mL), the combined organic 
layer were washed with water (2 x 20 mL), dried with MgS04, filtered and concentrated to give 200 mg 
of crude product which was purified by SiOz chromatography (5% methanol in DCM) to yield 188 mg 

25 of product. Rf = 0.62 (9:1 DCM/methanol). 'H NMR (CDCI3, 300 MHz) S (ppm): 7.63-6.65 (m, 14H). 
6.25-6.23 (m, IH), 4.52-4.32 (m, 2H), 4.08-3.88 (m, 2H), 2.44-2.27 9m, 2H), 1.25-1.21 (overlapping d, 
3H). NMR (75 MHz) (partial list of resolved lines) 5 (ppm): 159.0, 155.81 139.3, 130.1, 137.4, 
129.7, 129.4, 128.9, 119.1, 117.6 (d), 117.4 (d), 110.9, 64.1, 52.7, 43.6, 30.9, 18.4.LC-MS calculated 
for C26H24CIF2N3O3S: 532; Observed: 532. 

30 

The compounds described in Examples 322-331 were prepared accordmg to the scheme 
described in the previous example. 
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EXAMPI.E 
4-chloro-N-(2,5-dinuorophenyl)-N-(l-{2-(3-(l- 
piperidinyI)propoxy]phenyl}propyl)benzenesulfonamide hydrochloride 




Rr= 0.38 (10 % methanol in DCM), 'H NMR (300 MHz, CD3OD) «5"(ppm): (t. 4H), 7.26-7.03 
(m, 3H), 6.81 (br, IH). 6.67-6.55 (m, 2H). 6.13-6.04 (m, 2H), 4.32-4.22 (m, 2H), 3.68-3.35 (m, 4H), 
3.06 (br, 2H), 2.39-2.38 (m, 2H), 1.99-1.55 (m, 8H). 0.80 (d, 3H). MS calculated for C29H33CIF2N2O3S. 
[MH*] 563: Observed: 563. 



i 



EXAMPI.F.'^Z.l 

1 0 4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[3-(lH-imidazol-l- 

yl)propoxy]phenyl}ethyl)benzenesuIfonainide hydrochloride 




Rr= 0.46 (10 % methanol in DCM), 'H NMR (300 MHz, CDCI3) S(ppm): 8.21 (s, IH), 7.73- 
7.42 (m, 6H), 7.20-6.68 (m, 7H), 6.25 (m, IH), 4.64 (m, 2H), 4.10 (br, 2H), 2.44 (m, 2H), 1.55 (br, 
1 5 3H).LC-MS calculated for C26H24CIF2N3O3S, [MH*] 532; Observed: 532. 

EXAMPI.K324 

4-chloro-N-(2,5-dinuorophenyl)-N-((lR)-l-{2-(3-(lH-tetraazol-l- 
yl)propoxy] phenyl} etbyl)benzenesulfonainide 



20 Rf = 0.57 (19:1; DCM:methanol). 'H NMR (CDCI3) 8 (ppm): 8.98 (s, IH), 7.67-7.62 (m, 2H), 

7.48-7.42 (m. 2H). 7.21-7.19 (m, IH), 6.95-6.52(m, 5.5H), 6.35-6.28 (m, 1.5H), 5.29-5.06 (m, IH). 
4.95-4.87 (m, IH), 4.17-3.95 (m, IH), 2.68-2.50- (m, 2H), 1.54-1.46 (br, 3H). LC-MS calculated for 
C24H22CIF2N5OJS: 534. Observed: 536 (MNa+). 
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EXAMPLE 325 

4-chloro-N-(S-chIoro-2-nuorophenyl)-N-((lR)-l-{2-(3-(lH-iinidazoH- 
yl)propoxy|phenyl}ethyl)benzenesulfonainidc hydrochloride 



Rf= 0.15 (5 % methanol in DCM), 'H NMR (300 MHz, CDjOD) Sippm): 7.81-6.59 (m. 14H), 
6.20 (s, IH), 4.54-4.29 (m. 2H), 4.08-3.90 (m, 2H), 2.39-2.14 (m. 2H). 1.63 (br, 3H)). LC-MS 
calculated for C26H24CI2FNJO3S. [MtT] 548; Observed: 548. 



EXAMPLE 326 

4-chloro-N-(2,5-dlchlorophenyl)-N-((lR)-l-{2-|3-(lH-iinidazol-l- 
10 yl)propoxy]phenyl}ethyl)beDzenesulfonaiiude hydrochloride 




Rf= 0.72 (10 % methanol in DCM), 'H NMR (300 MHz, CD3OD) <!>(ppm): 7.64 (d, 2H), 7.53 
(d. 2H), 7.41-6.66 (m, lOH), 6.14 (m, IH), 4.32 (m, 2H), 3.94 (m, 2H), 2.30 (m. 2H), 1.63-1.49 (dd, 
3H). LC-MS calculated for C26H24CI3N3O3S, [MH^] 564; Observed: 564. 

15 EXAMPLE 327 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-(3-(4-methyl-lH-pyra2ol-l- 
yl)propoxylphenyl}ethyl)benzenesulfonamide 




Rf= 0.32 (19:1 DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 7.65-7.62 (d, 2H), 7.53(s, 0.5H), 
20 7.47(s, 0.5H), 7.40-7.38 (d, 2H), 7.21-7.16 (t, IH), 6.92-6.67 (m, 5.5H), 6.28-6.23(m, 1.5H), 4.42-4.25 
(m, 2H), 4.07-3.89 (m, 2H), 2.45-2.27 (m, 2H), 2.24 (s, 1.5H). 2.22(s, 1.5H), 1.53 (d, 3H), LC-MS 
calculated for C27H26CIF2N3O3S: 546. Observed: 546.2. 
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EXAMPLE ,^2« 
4-chloro-N-(2,5-difluorophenyI)-N-(l-{2-[3-(lH-l,23-tria2oI-l- 
yl)propoxy]phenyl}ethyl)benzcncsulfonainide 



5 Rf= 0.32 (3:1; hexanes:ethyl acetate). 'H NMR (CDClj) 6 (ppm): 7.66-7.61 (m, 4H), 7.39-7.35 

(m. 2H), 7.19-7.10 (m, IH), 6.92-6.65 (5.5H), 6.15-6.11 (m, I.5H), 4.89-4.81 (m, 2H), 4.10-4.02 (m, 
IH), 3.95-3.87(m, IH), 2.58-2.47 (m, 2H), 1.57 (d, 3H). LC-MS calculated for C25H23CIF2N4O3S: 533. 
Observed: 230 (M'- 303). 

EXAMPLE ^29 

10 4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-(3-(2-methyl-lH-imida2ol-l- 

yI)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 

Rr=0.31 (19:l;DCM:methanol), 'H NMR (CDjOD) 5 (ppm): 7.42-7.01 (m, 6H), 6.79-6.44 (m. 
5.5H), 6.07-6.00 (m, 1.5H), 4.43-4.34 (m, 2H), 4.08-3.95 (m, 2H), 2.50 (s, 3H), 2.35-2.24(m, 2H), 1.30 
15 (m, 3H). LC-MS calculated for C27H2«C1F2N303S: 546. Observed: 546 (M*). 



EXAMPLE 310 
4-chloro-N-(2,5-dinaorophenyl)-N-(l - {2-[3-(4H-l ,2,4-triazol-4- 
yl)propoxy]phenyl}ethyl)bcnzenesalfonaiiiide hydrochloride 




20 Rf= 0.28 (19:1; DCM:methanol). 'H NMR (CD3OD) 5 (ppm): 9.43 (s, IH), 8.66 (s, IH), 7.68- 

7.54 (m, 4H), 7.19-6.66 (m. 5.5H), 6.25-6.18 (m, 1.5H), 4.85-4.76 (m, 2H), 4.14-4.09 (m, 2H), 2.59- 
02.54 (m, 2H), 1.54 (br, 3H). LC-MS calculated for C25H23CIF2N4OJS: 532. Observed: 532 (M"). 
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EXAMPLE 331 

4-chloro-N-(2,5-dinuorophenyl).N-((lR)-l-{2-(3-(2H-tetraazoI-2- 
yl)propoxy]pbenyl}ethyl)benzenesulfonamide 




5 Rr= 0.25 (4:1; hexanes:ethyl acetate), 'H NMR (CDClj) 5 (ppm): 8.89 (s, IH), 7.67-7.61 (d, 

2H), 7.41-7.33 (d, 2H), 7.13-7.10 (m, IH), 6.93-6.66 (m, 6H), 6.23-6.21 (m, IH), 5.23-5.09 (m, 2H). 
4.19-4.09(m, IH), 4.00-3.93 (m, IH), 2.66-2.56 (m, 2H), 1.56 (d, 3H). LC-MS calculated for 
C24H22CIF2N5O3S: 533; observed 566 (MNa*). 



EXAMPLE 332 

10 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl)-N-((lR)-l-{2-(3-(lH-imidazoH- 

yI)propoxy] phenyl} ethyObenzenesulfonamide 




OH 



Rf = 0.33 (19: 1; DCM:inethanol). 'H NMR (CDCI3) 5 (ppm): 7.66-7.63 (m, 3H), 7.58-7.50 (m, 
2H), 7.39 (m, 2H), 7.18 (m, IH), 7.08 (m, 2H), 6.84 (d. IH). 6.64 (t, IH). 6.58 (s, IH), 6.43-6.34 (m. 
15 2H), 4.51-4.41 (m, 2H), 4.15-3.91 (m, 3H), 3.53(d. IH). 2.42 (m, 2H), 1.88 (m. IH). 1.42 (d. 3H). LC- 
MS calculated for C27H27CI2N3O4S: 565; Observed: 565 (M*). 



EXAMPLE 333 

4-chloro-N-(2,5-diflaorophenyl)-N-[l-(2-hydroxyphenyl)ethyI]benzenesulfonamide 




20 Rf= 0.30 (6:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.82-7.79 (m, 2H), 7.60- 

7.50(m, 2H), 7.33-6.91(m, 6.5H), 6.33-6.19 (m, 0.5H), 5.30 (q, IH), 1.36-1.25 (br, 3H). LC-MS 
calculated for C2oH,6ClF2N03S: 423. Observed 446 (MNa*). 
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EXAMPLE 334 

4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(2-methoxyphenyl)ethyl|benzenesulfonaniide 



cc 



Rr= 0.32 (15:1 hexanes: ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.66-7.63 (m, 2H0, 7.39- 
7.37 (m, 2H). 7.18-7.15 (m, IH). 6.96-6.66 (m, 5.5H), 5.81 (br, 1.5H). 1.67 (s, 1.5H), 1.57 (s, 1.5H). 



EXAMPLE 

4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[3-(2,S-dioxo-l- 
pyrrolidinyI)propoxyJpbenyl}ethyl)benzenesulfonainide 




1 0 Rf = 0.46 (3:1; hexanes:ethyl acetate). 'H NMR CDCI3) 5 : 7.65-7.63 (d, 2H), 7.39-7.36 (d, 2H), 

7.20-7.14 (m, IH), 6.95-6.37 (m, 6H), 6.05 (m, IH). 4.06-3.74 (m, 4H), 2.73 (s, 4H), 2.20-2.12(p, 2H), 
1.56(d, 3H), LC-MS calculated forCivHzsClFzNzOjS: 563.01 . Observed 260 (M"-303). 



EXAMPLE 336 
4-chloro-N-(4-fluorophenyl)-N-((lR)-l-{2-{3-(lH-imidazol-l- 
15 yl)propoxy]phenyl}cthyl)benzenesulfonamide hydrochloride 




Rf.0.34 (5 % methanol in DCM), 'H NMR (300 MHz, CD3OD) <^(ppm) : 7.60 (s, IH), 7.51 (d, 
2H), 7.35 (d, 2H), 7.08-6.94 (m, 2H), 6.89-6.76 (m, 3H), 6.54-6.46 (m, 2H), 6.35 (d, IH), 6.24 (dt, IH), 
6.12 (q, IH), 4.44-4.24 (m, 2H), 4.03-3.97 (m, IH), 3.86-3.79 (m, IH), 2.39-2.16 (m. 2H), 1.43 (d, 3H). 
20 LC-MS calculated for CzeHasClFNjOjS, [MH*] 5 14; Observed: 514. 
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EX A MP LE 33 7 

4-chloro-N-(2,4-difluorophenyl)-N-((lR)-l-{2-|3-(IH-iniidazol-l- 
yl)propoxy]phenyl}ethyl)benzenesulfonainide hydrochloride 




5 Rf= 0.43 (5% methanol in CH2CI2) 'H NMR (300MHz CD3OD) ^(ppm): 7.88 (s, IH), 7.72- 

7.69 (m, 2H), 7.51-7.48 (m, 2H), 7.40-7.27 (m, 2H), 7.17-7.11 (m, IH), 7.04 (br, IH), 7.00-6.94 (m, 
IH), 6.84-6.49 (m. 4H)., 6.28-6.21 (q, IH), 4.56-4.37 (m, 2H), 4.01-3.89 (m, 2H), 2.36-2.27 (m, 2H), 
1.46-1.43 (m, 3H). LC-MS calculated for C26H24CIF2N3O3S [MH+] 532; Observed: 532. 



1 0 4-chloro-N-p-fluorophenyl)-N-((lR)-l-{2-[3-(lH-imidazol-l- 

yl)propoxy]phenyl}ethyI)benzenesulfonainide hydrochloride 




Rf= 0.29 (5% methanol in CH2CI2) 'H NMR (300MHz CD3OD) S(ppm): 7.80 (s. IH), 7.70- 
7.65 (m, 2H), 7.56-7.52 (m, 2H), 7.27 (s, IH), 7.24-7.17 (m, IH), 7.01-6.85 (m, 4H), 6.71-6.66 (m, 4H), 
15 6.36-6.29 (q. IH), 4.64-4.43 (m, 2H), 4.21-4.14 (m, IH), 4.05-3.98 (m. IH), 2.58-2.30 (m, 2H), 1.68- 
1.51 (m 3H). LC-MS calculated for C26H2SCIFN3O3S [MH^] 514; Observed: 514. 



EXAMPLE 339 
4-chloro-N-(2-fluorophenyl)-N-((lR)-l-{2-(3-(lH-imidazol-l- 
yl)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 
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Rf= 0.33 (5% methanol in CH2CI2) 'H NMR (300MHz CD3OD) <5(ppm): 7.68-6.47 (m, 15H), 
6.27-6.08 (q, IH), 4.43-4.27 (m, 2H), 3.88 (br, 2H), 2.27-2.14 (m, 2H), 1.41 (br, 3H). LC-MS 
calculated for C26H25CIFN3O3S [MH+] 514; Observed: 514. 



EXAMPLE 340 

5 4-chloro-N-(2,6-difluorophenyI)-N-((lR)-l-{2-(3-(lH-iinidazoH- 

yl)propoxy]phenyl}ethyl)benzenesulfonainide hydrochloride 




Rf= 0.35 (5% methanol in CH2CI2) 'H NMR (300MHz CD3OD) S(ppra): 7.54-7.25 (m, 6H), 
7.08-6.34 (m. 8H). 6.13-5.97 (q, IH), 4.36-4.23 (m, 2H), 3.97-3.78 (br, 2H), 2.20-2.10 (br, 2H), 1.35- 
10 1 .25 (m, 3H). LC-MS calculated for C26H24CIF2N3O3S [MH+] 532; Observed: 532. 



EXAMPLE 341 

S-{3-[2-({[(4-chlorophenyl)suIfonyl]aniiino}inethyl)pbenoxy]propyl} ethanethioate 

To a stirred solution of N-2-(3-bromopropyloxy)benzyl 4-'Chlorobenzenesulfanilide (200 mg, 
15 0.4 mmol) in DMF (5 mL) was added the potassium salt of thio acetic acid (92 mg, 0.81 mmol). The 
reaction mixture was then warmed to 60 "C. After 3 h, the reaction mixture was cooled to room 
temperature, diluted with ethyl acetate (25 mL), washed with saturated bicarbonate solution (3x 10 mL) 
and saturated brine (2x 10 mL), dried with MgS04, filtered and concentrated under reduced pressure to 
isolate a colorless oil which was purified by Si02 chromatography (7:1, hexanes:ethyl acetate) to 
20 afforded the desired product (130 mg, y: 63%). Rf = 0.25 (20% ethyl acetate/hexanes) NMR (300 
MHz, CDCI3) ^(ppm): 7.60-7.56 (m, 2H), 7.46-7.42 (m, 2H), 7.36 (dd, IH), 7.23-7.7.12 (dd, 2H), 6.85 
(t, IH), 6.70 (d, IH), 4.82 (s, 2H), 3.85 (t, 2H), 2.95 (t, 2H), 2.33 (s, 3H), L92 (q, 2H), ^'C NMR (75 
MHz, CDCI3) ^(ppm): 196.0, 156.7, 139.6, 139.4, 137.5, 130.7, 129.5, 129.3, 129.3, 128.3, 124.5, 
121.0, 1 1 1.3, 66.4, 49.8, 31.1, 29.6, 26.2. 
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EXAMPl .F ^42 

4-chloro-N-phenyl-N-(2-(3-sulfanylpropoxy)benzyl]benzenesulfonainidc 

(X — 

A stirred solution of thio acetate analog prepared above (100 mg, 0.2 mmol) at *C in ethanol (5 
5 mL) was vigorously degassed for 0.5 h, then a solution of degassed 1.0 N NaOH (0.4 mL, 0.4 mmol) 
was added. The reaction mixture was allowed stir at 0 **C for Ih warmed to room temperature stirred at 
room temperature for Ih, then diluted with degassed ethyl acetate(20 mL), washed with saturated 
bicarbonate solution (3x 10 mL), 10% aqueous HCl (3x 10 mL), dried with MgS04, filtered and 
concentrated under reduced pressure to isolate a white solid. TTie crude material was purified by 
10 chromatography on Si02 (4:1 hexanesiethyl acetate) to give 40 mg of product (y: 44%). Rr = 0.25 (20% 
ethyl acetate/hexanes) *H NMR (300 MHz, CDCI3) 5 (ppm): 7.58-7.56 (m, 2H), 7.47-7.54 (m, 2H), 
7.34-7.14 (m, 5H), 6.99 (m, 2H), 6.87-6.73 (dt, 2H), 4.78 (s, 2H), 3.92 (t, 2H), 2.63 (q, 2H), 1.96 (q, 
2H), 1.35 (t, IH). ^^C NMR (75 MHz, CDCI3) 5 (ppm): 159.1, 141.9, 141.8, 139.9, 133.1, 131.8, 131.8, 
131.7, 131.6, 130.6, 126.7, 123.2, 113.7. 68.2, 52.2, 35.8, 24.0. 



The following compounds were prepared according to the scheme described in the previous 
example. 



EXAMPLE 343 
N-(2,5-difluorophenyl)-4-(phenylsulfanyl)-N-{2-[3- 
20 (phenylsulfanyl)propoxy]benzyl}beiizenesulfonainide 



Rf= 0.54 (4:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.63 (d, 2H), 7.54- 
7.50 (m, 5H), 7.33-7.26 (m, 6H), 7.18 (t, 5H), 6.97 (m, IH), 6.87-6.79 (m, 2H), 4.70 (s. 2H). 3.94 (t, 
2H), 3.08 (t, 2H). 1.90-1.86 (m, 2H). 

25 E XAM P LE 344 

4-chloro-N-(2,5-difluorophenyl)-N-{2-l3-(phenylsulfanyl)propoxy]bcnzyl}benzencsulfonainide 
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Rf= 0.45 (6:1 hexanes:ethyl acetate), 'H NMR (300 MHz, DMSO) ^(ppm): 7.72 (q, 4H), 7.34- 
7.18 (m, 8H), 7.00-6.98 (m, 2H), 6.89-6.80 (m, 2H), 4.73 (s, 2H), 3.95 (t, 2H), 3.09 (t. 2H), 1.91-1.87 
(m. 2H). 

S 4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(phenylsulfonyl)propoxy]benzyI}benzenesulfonainide 

Rr= 0.40 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz. CDClj) S(ppm): 7.96 (d. 2H), 7.68- 
7.54 (m, 5H), 7.47 (d, 2H), 7.19-7.10 (m, 2H), 6.93-6.68 (m, 5H), 4.77 (s, 2H), 3.97 (t, 2H), 3.38 (t, 
2H). 2.24-2.15 (m,2H). 

10 EXAMPLE 346 

4-cbloro-N-{2-(3-(cyclohexyisuIfanyl)propoxy]benzyl}-N-(2,5-difluorophenyl)beiizenesulfonamide 

Rf= 0.26 (5% methanol in DCM), 'H NMR (300 MHz. CDCI3) S(ppm): 7.66 (d, 2H), 7.47 (m, 
2H), 7.28-7.15 (m, IH), 7.00 (d. IH), 6.90 (m, 2H), 6.75 (m, 3H). 4.81 (s, 2H), 3.92 (m, 2H), 2.66 (m, 
1 5 3H), 1 .94 (m, 4H), 1 .75 (m, 2H), 1 .60 (m, 2H), 1 .28 (m, 4H). 

EXAMPLE 347 

4-cbloro-N-{2-[3-(cyclohexylsulfonyl)propoxy]benzyl}-N-(2,5-difluoropbenyI)beiizenesuIfonaniidc 

Rf= 0.29 (3:1 hexanes:ethyl acetate), 'h NMR (300 MHz, CDCI3) S(ppm) : 7.65 (d, 2H), 7.48 
20 (d, 2H), 7.18 (t, IH), 7.80 (d, 2H). 6.90 (m, 2H). 6.76 (m, 3H), 4.78 (s, 2H), 4.10 (t, 2H), 3.29 (t, 2H), 
2.94 (m, IH), 2.35 (m, 2H), 2.22 (d, 2H), 1.90 (m, 2H), 1.72-1.19 (m, 6H). MS calculated for 
C28H30CIF2NO5S2, [MNa'] 620; Observed: 620. 
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EXAMPLE 348 

4-chloro-N-{2-[3-(cyclohexylsulfinyl)propoxy]beiizyl}-N-(2,5-difluorophenyl)benzenesul^^ 

Rf= 0.32 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDClj) S(ppm): 7.64 (d, 2H), 7.47 
5 (d, 2H), 7.19 (t, IH), 7.08 (d, 2H), 6.92-6.87 (m, 2H), 6.80-6.76 (m, 3H), 4.79 (s, 2H), 4.16-3.98 (m, 
2H), 3.12-3.03 (m, IH), 2.87-2.78 (m, IH), 2.67-2.60 (m, IH). 2.34 (m, 2H), 2.14 (d, IH), 1.95-1.69 
(m, 3H), 1.57-1.24 (m, 6H). MS calculated for C28HJ0CIF2NO4S2. [MH+] 582; Observed: 582. 

EXAMPLE 349 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-I(4- 
1 0 methoxyphenyl)sulfanyl]propoxy}beiizyl)benzenesulfonamide 

o; — rx.. 

Rf= 0.44 (6:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7. 67-1 M (m, 2H), 
7.48-7.44 (m, 2H), 7.35-7.32 (m, 2H), 7.31-7.15 (m, 3H), 6.91-6.70 (m, 8H), 4.77 (m, 2H), 3.94-3.86 
(m, 2H), 3.77 (m, 3H), 2.97-2.92 (m, 2H), 1.97-1.88 (m, 2H). MS calculated for C29H26CIF2NO4S2, 
1 5 [MNa*] 612; Observed: 612. 

EXAMPLE 350 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-|(4- 
inethoxyphenyl)sulfonyl]propoxy}beiizyl)beiizenesulfonainide 




20 Rf= 0.42 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) Sippm): 7.87 (d, 2H), 7.63 

(d, 2H), 7.47 (d, 2H), 7.26-7.11 (m, 2H), 7.00 (d, 2H), 6.91-6.75 (m, 4H), 6.69 (d, IH), 4.74 (s, 2H), 
3.96 (t, 2H), 3.86 (s, 3H), 3.36-3.31 (m, 2H), 2.22-2.13 (m, 2H). MS calculated for C29H26CIF2NO6S2, 
[MNa*] 644; Observed: 644. 
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4-chloro-N-(2,5-difluorophenyl)-N.(2-{3-I(4- 
nitrophenyl)sulfanyl|propoxy}benzyI)benzenesuIfonaniide 

5 Rf = 0.40 (6: 1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDClj) S (ppm): 8. 12-8.09 (m. 2H), 

7.67-7.63 (m. 2H), 7.49-7.45 (m, 2H), 7.41-7.37 (m, 2H), 7,22-7.16 (m, IH), 7.12-7.09 (m, IH), 6.91- 
6.74 (m, 5H), 4.82 (s, 2H), 4.05 (t, 2H), 3.32 (t, 2H), 2.19 (m, 2H). 

EXAMPLE 352 
4-chloro-N-(2,5-dinuorophenyl)-N-(2-{3-K4- 
1 0 methoxyphenyl)sulfinyI]propoxy}benzyl)benzenesulfonamide 

Rf= 0.23 (1:1 hexanes:ethyl acetate). 'H NMR (300 MHz, CDCI3) S(ppm): 7.66-7.54 (m, 4H), 
7.49 (d, 2H). 7.20-7.11 (m, 2H), 7.03 (d. 2H), 6.94-6.76 (m, 4H), 6.71 (d, IH), 4.76 (s. 2H), 4.05-3.84 
(m, 5H), 3.15-2.90 (m, 2H), 2.26-2.00 (m, 2H). MS calculated for CzsHzsClFzNOjSz, [MNa*] 628; 
15 Observed: 628. 

EXAMPLE 353 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
iiitrophenyl)sulfony]]propoxy}benzyl)benzenesuIfonamide 




20 Rf= 0.56 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm) :8.40 (d, 2H), 8.25 

(d, 2H), 7.59 (d, 2H), 7.48 (d, 2H), 7.19-7.14 (t, IH). 6.89-6.82 (m, 3H), 6.75-6.64 (m, 3H). 4.73 (s, 
2H), 4.1 (t, 2H), 3.65 (m, 2H), 2.38-2.33 (m, 2H). 
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EXAMPLE 3S4 
4-chloro-N-(2,5-dinuorophenyl)-N-(2-{3-((4- 
nitrophenyl)sulfinyl]propoxy}beiizyl)benzenesulfonamide 

■3 



Rf= 0.53 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz. CDClj) 5 (ppm): 8.36 (d, 2H), 7.93 
(d, 2H), 7.64 (d, 2H), 7.50 (d, 2H), 7.17 (m, IH). 6.91-6.80 (m, 3H), 6.74-6.65 (m, 3H), 4.76 (s, 2H), 
4.19-4.02 (m, 2H), .356-3.47 (m, IH), 3.23-3.14 (m, IH), 2.47-2.41 (m, IHO, 2.17-2.13 (m, IH). 

EXAMPLE 355 

4-chIoro-N-{2-(2-(cyclohexylsulflnyl)ethoxy]benzyl}-N-(2,5-difluorophenyl)beiizenesulfonaiiiide 

Rf= 0.35 (1:2 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.65 (d, 2H), 7.47 
(d, 2H), 7.22-7.1 1 (m, 2H), 6.94-6.80 (m, 5H), 4.84 (d, IH), 4.70 (d, IH), 4.47-4.27 (m, 2H), 3.19-3.10 
(m, IH). 2.94 (dt, IH), 2.65 (tt, IH), 2.14 (d, IH), 2.04-1.88 (m, 3H), 1.73 (m, IH), 1.59-1.25 (m, 4H). 

EXAMPLE 356 

15 4-chloro-N-{2-(2-(cycIohexylsuIfonyl)ethoxy]beiizyl}-N-(2,5-difluoroplienyl)beiizencsulfonamide 



Rf= 0.30 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.65 (d, 2H), 7.47 
(d. 2H), 7.26-7.18 (m, 2H), 6.97-6.81 (m, 5H), 4.78 (s. 2H), 4.35 (t, 2H), 3.38 (t, 2H). 2.92 (tr, IH). 
2.20 (d, 2H), 2.05 (m, 2H), 1.74-1.55 (m, 3H), 1.334-1.20 (m, 3H). 
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EXAMPI.E 357 

4-chloro-N-{2-[2-(cyclohexylsulfanyl)ethoxy]benzyl}-N-(2,S-difluorophenyI)benzcnesulfonam 



5 Rr= 0.30 (15:1 hexanesiethyl acetate), 'H NMR (300 MHz, CDCI3) ^^(ppm): 7.67 (d, 2H), 7.56 

(d, 2H), 7.34 (d, IH). 7.19 (t, IH), 6.95-6.86 (m. 4H), 6.72 (d, IH), 4.79 (s, 2H), 3.93 (t, 2H), 2.74 (t, 
2H), 2.67 (m, IH), 1.95 (br, 2H), 1.77 (br, 2H), 1.63-1.27 (m, 6H). 

EXAMPLE 358 

10 The compounds described in Examples 359-373 were prepared according to the preparative 

scheme outlined in the previous example. 
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EXAMPLE 359 



10 



15 



N-{3-[2-(l-{[(4-chlorophenyi)sulfonyl]-2^-difluoroanilino}ethyI)phenoxy]propyl}nicotinamide 



Rf= 0.43 (19:1; DCM:methanol). 'H NMR (CDClj) 5 (ppm): 9.08 (s, IH), 8.68 (m, IH), 8.19- 
8.15 (m, IH), 7.63-7.60 (m, 2H), 7.42-7.47 (m, 4H), 6.91-6.66 (m. 6H), 6.20 (q, IH), 4.22-4.13 (m, 
2H), 3.89-3.85 (m, 2H), 2.46-2.43 (m, IH), 2.28-2.19 (m, IH), 1.44 (d, 3H). LC-MS calculated for 
C29H26CIF2N3O4S: 586; observed: 586 (M+). 

EXAMPLE 360 

N-{3-[2-(l-{((4-clilorophenyl)sulfonyll-2,5-difluoroanilino}cthyl)phenoxy]propyI}-N- 

methylnicotinamidc 



Rf= 0.60 (9:1 CH2Cl2:methanol) 'H NMR (300MHz CDCI3) <y(ppm): 8.69-8.59(m, 2H), 7.79- 
6.11 (m, 13H), 5.80-5.68 (m, IH), 4.28-3.41 (m, 4H), 3.25-2.97 (d, 3H), 2.50-1.98 (br, 2H), 1.66-1.35 
(m, 3H). LC-MS calculated for C30H28CIF2N3O4S [MH+] 600; Observed[MH+] 600. 

EXAMPLE 361 

N-{3-I2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaiiilino}ethyl)phenoxylpropyl}-N,2,2- 

trimethylpropanamide 



Rf= 0.28 (3:1; hexanesrethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.64-7.61 (m, 2H), 7.39-7.36 
(m, 2H), 7.21-7.16 (m, IH), 6.92-6.65 (m, 5.5H), 6.36-6.14 (m, 1.5H), 4.16-3.95 (m, 2H), 3.75-3.57 (m. 
2H), 3.18 (m, 3H), 2.23-2.05 (m, 2H). 1.57 (d, 3H), 1.29 (s, 9H). LC-MS- calculated for 
C29H33CIF2N2O4S : 579. Observed: 579 (M+). 
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EXAMPl.K 162 
4-chloro-N-(2,5-dinuorophenyl)-N-((lR)-l-(2-{3- 
[methyl(methylsulfonyl)aiiiino]propoxy}phenyl)ethyl]benzenesulfonamide 




5 Rf = 0.25 (2: 1 hexanes:ethyl acetate) 'H NMR (CDCI3) S(ppmy. 7.65-7.62 (d, 2H). 7.42-7.39 

(d, 2H), 7.20-7.17 (m, IH), 6.91-6.34 (m. 6H), 6.19 (q, IH), 4.20-4.06 (m, 2H), 3.64-3.55 (m, 2H), 2.96 
(s, 3H), 2.84 (s, 3H). 2.25-2.19 (m, 2H), 1.53 (d, 3H). LC-MS calculated for C25H27CIF2N2OJS2: 573; 
Observed: 573 (M*). 

EXAMPLE 363 

10 N-{3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2^difluoroaniUno}ethyl)phenoxy]propyl}-N- 

methylnicotinamide hydrochloride 



ccr 

Rf= 0.56 (19:1; DCM:methanol). 'H NMR (CD3OD) <J(ppm): 8.55-8.45 (m, 2H), 7.92- 
6.08(overlappingm, 12H), 5.45 (q, IH), 4.08-3.45 (m, 4H), 3.10 (s, 1.5H), 2.99 (s, 1.5H). 2.19-2.06 (m, 
1 5 2H), 1 .47 (d, 1 .5H), 1 .34 (d, 1 .5 H). ). LC-MS calculated for CJ0H28CIF2N3O4S: 600; Observed: 600 
(M+). 

EXAMPLE 364 
tert-butyl 6-[ {3- 12-({ l(4-chlorophenyl)sulfonyl] -2,5- 
difluoroanilino}inethyl)phenoxy]propyl}(inethyl)ainino]-6-oxohexylcarbainate 



o 1 




^ ry 

20 



Rr= 0.33 (1 : l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 7.67-7.64 (d, 2H), 7.48-7.45 
(d, 2H), 7.22-7.08 (m, 2H), 6.91-6.73(m, 5H), 4.81(s, 2H), 4.53 (br, IH), 3.94-3.86 (m, 2H), 3.58-5.53 
(m, 2H), 3.12-2.95 (m overlaps d, 5H), 2.30 (t, 2H), 2.04-2.96 (m, 2H), 1.69-1.23 (m, 13H). 
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FXAMPLE 365 

N-{3-I2-({[(4-chlorophenyl)suIfonyI]-2,S-diflaoroanilino}methyl)phenoxy]propyl}-N-methyl-5-(2- 
oxohexahydro-1 H-thieno |3,4-d] imidazol-4-yl)pentanainide 




5 Rf= 0.57 (10: 1 ; DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 7.68-7.65 (d. 2H). 7.49-7 .46(m, 

2H), 7.22-7.05 (m, 2H). 6.90-6.73 (m, 5H), 5.13(br, 0.5H), 5.06 (br, 0.5H), 4.82-4.81 (d, 2H), 4.63-4.59 
(m. IH). 4.49-4.47 (m, IH), 4.31-4.24 (m, IH), 3.96-3.87 (m, 2H), 3.59-3.56(m, 2H), 3.17-2.87 (m, 
5H), 2.73-2.67 (m, IH), 2.40-2.32 (m, 2H), 2.08-1.96 (m, 2H), 1.70-1.65 (m, 6H). 

EXAMPLE 366 

10 6-amino-N-{3-|2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 

methylhexanamide hydrochloride 

I 




Rf= 0.56 (6:l;DCM:methanol). 'H NMR (CD3OD) 6 (ppm): 7.76-7.52 (m, 2H), 7.65-7.61 (m, 
2H), 7.22-7.02 (m, 4H), 6.93-6.75 (m, 3H), 4.88 (d overlaps HOD, 2H), 4.01 (t, IH), 3.93 (t, IH), 3.71 
15 (t, IH), 3.63 (t, IH). 3.12 (s, 1.5H), 2.99(s. 1.5H), 2.93 (t, IH), 2.86 (t, IH), 2.49-2.42 (m, 2H). 2.12- 
2.00 (m, 2H), 1.71-1.60 (m, 4H), 1.35-1.32 (m, 2H). 

EXAMPLE 367 

N-{3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaiiilino}ethyl)phenoxy]propyl}-N- 

methylacetamide 

20 , 

Rf= 0.38 (1:1; hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.65-7.62 (m, 2H), 7.40-7.37 

(m,2H), 7.22-7.16 (m, IH), 6.91-6.64 (m, 5.5H), 6.35-6.16 (m, 1.5H), 4.12-3.95 (m, 2H), 3.77-3.57 
(m, 2H). 3.10 (s, 1.5H), 3.0o(s, 1.5H), 2.17-2.10 (m overlaps two s, 5H), 1.58-1.53 (m, 3H). LC-MS 
calculated for C26H27C1F2N204S: 537. Observed 537 (M*). 
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EXAMPLE 368 

N-{4-[2-((lR>l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyl^ 

methylpropanamide 

5 Rr= 0.4 (1 : 1 hexanes:ethyl acetate). 'H NMR (CDCU) 5 (ppm): 7.63-7.62 (d, 2H). 7.39-7.35 

(m, 3H), 7.19-7.15 (m, 2H) 6.91-6.64 (m, 5H), 6.06 (m. IH), 4.13-4.00 (m, 2H), 3.49-3.39(m, 2H), 
3.01-2.97 (d, 3H). 2.43-2.33(m, 2H), 1.85-1.83 (m, 4H), 1.57 (d, 3H), 1.17-1.1 l(dt, 3H). LC-MS 
calculated for C28H3,C1F2N204S: 565; Observed: 565 (M*). 

EXAMPLE 369 

10 N-{3-|2-({[(4-cblorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 

methyicyclohexanecarboxamide 



Rr= 0.26 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.65 (m, 2H), 7.44 
(d. 2H), 7.19-7.11 (m, 2H), 6.90-6.70 (m, 5H), 4.80 (d, 2H), 3.90-3.82 (m, 2), 3.58-3.50 (m, 2H), 2.91 
15 (d, 3H), 2.49-2.42 (m, IH), 2.02-1.90 (m, 2H), 1.77 -0.83 (m, 1 III). MS calculated for 
C30H3JCIF2N2O4S, [MNa*] 613; Observed: 613. 

EXAMPLE 370 

N-{3-[2-({[(4-cblorophenyl)suIfonyI]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 

methylnicotinamide 



20 



I 

cc; — r^" 



Rf= 0.66 (9:1 CH2CI2: methanol) 'H NMR (300MHz CDCI3) 5 (ppm): 8.65-8.55 (m, 2H), 
7.74-7.59 (m, 3H), 7.46-7.43 (d, 2H), 7.35-7.31 (m, IH), 7.19-7.14 (m, IH). 7.06-6.98 (m, IH), 6.87- 
6.61 (m, 5H). 4.80-4.76 (br, IH), 4.45 (br, IH), 4.01-3.98 (t, IH), 3.81-3.76 (m, 2H), 3.61-3.57 (m, IH), 
3.13-3.04 (d, 3H), 2.18-2.01 (m, 2H). LC-MS calculated for C29H26CIF2N3O4S [MH*] 586; Observed: 
25 586. 
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EXAMPLE .171 

4-chloro-N-(2,5-difluorophenyI)-N-(2-{2-[l-(3-pyridinylcarbonyl)-2- 
piper idinyl] etboxy } benzyI)benzenesulfonamide 

•^5 




5 Rr= 0.50 (1:3 hexanesrethyl acetate), 'H NMR (300 MHz, CDCI3) 5 (ppm): 8.57 (m, 2H), 7.62- 

6.89 (m, 13H), 5.30-2.88 (m, 15H), 2.30-1.48 (m, 8H). MS calculated for C32H30CIF2N3O4S, [MfT] 
626; Observed: 626. 

EXAMPLE 372 

4-[2-(l-{[(4-chloropbenyI)sulfonyl]-2^difluoroaiiilino}ethyl)phenoxy]-N-(3- 
10 pyridinylmethyl)butanamide hydrochloride 

Rf= 0.53 (5% methanol in CHjCU) 'H NMR (300MHz CD3OD) ^(ppm) : 8.78 (s, IH), 8.69- 
8.68 (d, IH), 8.54-8.51 (d, IH), 7.96-7.92 (m, IH), 7.66-7.63 (d, 2H), 7.52-7.49 (d, 2H), 7.20-6.62 (m, 
6H), 6.15-6.09 (q, IH), 4.58 (br, 2H). 4.09-3.99 (m, 2H), 2.75-2.61 (m, 2H), 2.24-2.17 (m, 2H), 1.57- 
15 1 .54 (d, 3H). LC-MS calculated for C30H28CIF3N3O4S [MH"] 600; Observed: 600. 

EXAMPLE 373 
4-benzoyl-N-((lS)-l-{I{3-I2-({I(4-chlorophenyl)sulfonyI|-2,5- 
difluoroaiuIino}inethyl)phenoxy]propyl}(methyl)amlno]carbonyl}-5-{(5-(2-oxohexahydro-lH- 
thieno[3,4-d]iinidazoI-4-yl)pentanoyl]amino}pentyl)benzamide 



a; 




tnol in DC^ 

7.70-7.59 (m. 3H), 7.52-7.45 (m. 4H), 7.15 (t, IH). 7.03 (d. IH), 6.89-6.72 (m, 5H). 6.443-6.19 (m. 



_ _ o o 

20 

Rf= 0.37 (7 % Methanol in DCM), 'H NMR (300 MHz, CDCI3) S(ppm): 8.15-7.78 (m, 6H), 
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2H), 5.37 (m, IH), 5.33 (s, 2H). 5.12 (m, IH), 4.86-4.82 (m, IH), 4.44 (m, IH), 4.26 (m. IH), 4.01- 
3.93 (m, 2H), 3.82-3.67 (m, 2H), 3.22-2.65 (m, 9H), 2.17-1.26 (m, 24H). 

EXAMPLg374 

Numerous compounds according to the invention can be prepared employing the synthetic 
5 scheme set forth in SCHEME 374. 
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EXAMPrF:;?^; 

A suspension of 2-hydroxyphenone (10 mL, 83 mmol), 4-bromobutyric acid (16.6 mL, 116 
mmol) and K2CO3 (14.4 g, 104 mmol) in acetone was refluxed at 56 ®C for 64 h. The reaction mixture 
was acidified with 1 N HCl solution and the acidic solution was extracted with ethyl acetate(3 X 50 
5 mL). The combined organic phase was washed with H2O and sat. NaCl aqueous solution, dried over 
MgS04. The solution was filtered, concentrated the filtrate to obtain the crude product that purified by 
SiOz chromatography to isolate the desired product 7 (15.5 g, 75%) as white solid: Rf 0.46 (10:5, 
hexane-ethyl acetate); *H NMR (CDCI3. 300 MHz) 5 7.72 (dd, 1 H, J = 7.6 Hz, J = 1.4 Hz), 7.43 (td, 
IH, J = 7.6 Hz, J = 1.2 Hz), 6.96 (m, 2H), 4.13 (m, 4H), 2.62 (s, 3H), 2.54 (t, 2H, J = 6.6 Hz), 2.18 (m, 
1 0 2H), 2.26 (t, 3H, J = 7.2 Hz). 

Compound 7 in the reaction scheme outlined above(3.0 g, 12.0 mmol) was treated with NaBH4 
(227 mg, 6.0 mmol) in methanol (24 mL) solution in the presence of CeCb 7H2O (89 mg, 0.24 mmol) at 
25 °C for 10 min. The reaction was quenched with 5% HCl solution. The aqueous phase was extracted 
with ethyl acetate. The combined organic phase was washed with H2O and sat. NaCl aqueous solution, 
15 then dried over MgS04. Concentration and chromatography afforded compound 8 (3.0 g, 100%) as 
colorless gum: Rf 0.29 (10:5, hexane-ethyl acetate); ^H NMR (CDCI3, 300 MHz) 5 7.48 (d, IH, J = 7.5 
Hz), 7.26 (t, IH, J = 7.6 Hz), 7.05 (t, IH, J = 7.6 Hz), 6.80 (d, IH, J = 8,1 Hz), 5.26 (br s, IH), 4.68 (s, 
2H), 4.28 (q, 2H, J = 7.2 Hz), 4.06 (br s, IH), 1.59 (d, 3H, J = 6.6 Hz), 1.33 (t, 3H, J = 7.2 Hz). 



EXAMPLE 37(? 

20 ethyl-4-I2-(l-{[(4-chlorophenyI)sulfonyl]-2,S.difluoroanilino}cthyl)phenoxy]butanoate 

DEAD (567 (aL, 3.6 mmol) was added dropwise to a solution of alcohol 8 (666 mg, 3.0 mmol), 
Triphenylphosphine (944 mg, 3.6 mmol) and sulfonamide (910 mg, 3.0 mmol) in toluene (10 mL) at 25 
°C under Ar. The mixture was stirred for 40 h, then diluted with hexane-ethyl acetate solution (10:3). 
The generated precipitates were filtered and the filtrate was concentrated in vacuo. Chromatography 
25 afforded the compound (1.16 g, 72%) as colorless gum: Rf 0.29 (10:2. hexane-ethyl acetate); 'H NMR 
(CDCI3, 300 MHz) 5 7.62 (d, 2H, J = 8.7 Hz), 7.36 (d, 2H, J = 8.7 Hz), 7.18 (m, IH), 6.38-6.95 (m, 
6H), 6.01 (m, IH), 4.17 (q, 2H, J = 7.2 Hz), 4.04 (m, IH), 3.98 (m, IH), 2.61 (t, 2H, J = 7.0 Hz), 2.17 
(m, 2H), 1.58 (d, 3H, J = 6.9 Hz), 1.27 (t, 3H, J = 7.0 Hz); LCMS 3.86 min, m/z 556 (M+H^+HjO. 
C26H26CIF2NO5S requires 538.01). 

30 EXAMPLE 177 

4-I2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanillno}ethyl)phenoxylbutanoic acid 

A solution of ethyl4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl) phenoxy] 
butanoate (1.16 g, 2.2 mmol) in THF (5.2 mL), methanol (1.7 mL) and H.O (1.7 mL) was treated with 
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LiOH H2O (91 mg, 2.2 mmol) at 25 for 3 h. The reaction was then quenched with 1 N HCl solution. 
The aqueous phase was extracted with ethyl acetate. The combined organic phase was washed with 
H2O and sat. NaCl aqueous solution, then dried over MgS04. Concentration and chromatography 
afforded the desired product (457 mg, 41%) as white crystal: m.p. 141.0 -142.0 *^C; Rf 0.14 (10:10, 
5 hexane-ethyl acetate); NMR (CDCI3, 300 MHz) 5 1 1.08 (br s, IH), 7,62 (d, 2H, J = 8.4 Hz), 7.35 (d, 
2H, J = 8.7 Hz), 7.16 (t, IH, J = 7.5 Hz), 6.38-6.93 (m, 6H), 6.03 (br s, IH), 4.06 (m, 2H), 2.70 (t, 2H, 
J= 7.0 Hz), 2.17 (m, 2H), 1.57 (d, 3H, J = 6.9 Hz); LCMS 3.05 min, m/z 527.2 (C24H22CIF2NO5S 
requires 509.95). 

EXAMPLE 378 

10 4-[2-(l-{[(4-chlorophenyl)sulfonyl]*2,5-difluoroanUino}ethyl)phenoxy]-N-methylbutanainide 

A mixture of acid 4-[2-(l-{[(4.chlorophenyl)sulfonyl]-2,5-difluoroanilino} ethyl) phenoxy] 
butanoic acid (107 mg, 0.21 mmol), HOBT (31 mg, 0.23 mmol), EDCI (44 mg, 0.23 mmol), EtjN (88 
mL, 0.63 mmol) and CH3NH2 HCI (16 mg, 0.23 mmol) in CH2CI2 (1.0 mL) was stirred at 25 for 13 h. 
The mixture was diluted with ethyl acetate. The organic solution was washed with H2O and sat. NaCl 
15 solution then dried over MgS04. Concentration and chromatography afforded the amide(107 mg, 97%) 
as colorless gum: Rf 0.32 (10:20, hexane-ethyl acetate); *H NMR (CDCI3, 300 MHz) 5 7.64 (d, 2H, J = 
6.9 Hz), 7.42 (d, 2H, J = 7.8 Hz), 7.18 (t, IH, J = 8.7 Hz), 6.36-6.91 (m, 7H), 6.26 (q, IH, J = 6.9 Hz), 
4.13 (m, IH), 4.05 (m, IH), 2.78 (m, 4H), 2.57 (m, IH), 2.23 (m, 2H), 1.55 (br s, 3H); LCMS m/z 524 
(M+H*, C25H25CIF2N2O4S requires 522.99). 

20 EXAMPLE 379 

4-I2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)pheiioxy]-N- 

methoxybutanamide 

A mixture of 4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino} ethyl) phenoxy] butanoic 
acid (107 mg, 0.21 mmol), HOBT (31 mg, 0.23 mmol), EDCI (44 mg, 0.23 mmol), EtjN (88 ^L, 0.63 

25 nrniol) and CH3ONH2 HCI (19 mg, 0.23 mmol) in CH2CI2 (1.0 mL) was stirred at 25 °C for 13 h. The 
reaction mixture was diluted with ethyl acetate. The organic solution was washed with H2O and sat. 
NaCl solution then dried over MgS04. Concentration and chromatography afforded the compound (94 
mg, 83%) as colorless gum: Rf 0.20 (10:10, hexane-ethyl acetate); *H NMR (CDCI3, 300 MHz) 5 9.50 
(br s, IH), 7.64 (br s, 2H), 7.43 (br s, 2H), 7.16 (m, IH), 6.34-6.87 (m, 6H), 6.27 (q, IH, J = 6.9 Hz), 

30 4.14 (m, IH), 4.06 (m, IH), 3.74 (s, 3H), 2.72 (m, IH), 2.51 (m, IH), 2.26 (m, 2H), 1.54 (br s, 3H); 
LCMS 2.95, m/z 562 (M+Na\ C25H25CIF2N2O5S requires 538.99). 

EXAMPLE 380 

Numerous compounds according to the invention can be prepared employing the general 
synthetic scheme set forth in SCHEME 380. 
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A suspension of 2-hydroxyphenone (10 mL, 83 mmol), ethyl iodoacetate (25.0 g, 117 mmol) 
and K2CO3 (12.6 g, 91 mmol) in acetone was refluxed at 60 °C for 28 h. The reaction mixture was then 
diluted with ether. The ether solution was washed with 1 N NaOH solution, H2O and sat. NaCl aqueous 
solution, then dried over MgS04. Concentration and chromatography afforded compound 9 (8.76 g, 
5 47%) as white solid: Rf 0.19 (10:2, hexane-ethyl acetate); 'H NMR (CDCU, 300 MHz) 5 7.76 (m, IH), 
7.42 (m, IH), 7.04 (m, IH), 6.82 (m, IH), 4.70 (m, 2H), 4.28 (q, 2H, J = 4.2 Hz), 2.72 (s, 3H), 1.31 (t, 
3H, J = 7.2 Hz). 

Compound 9 in the reaction scheme above (4.6 g, 21 mmol) was treated with excess of NaBH4 
in methanol (40 mL) solution in the presence of CeCl37H20 (155 mg, 0,40 mmol) at 25 °C for 10 min. 
10 The reaction was then quenched with 5% HCl solution. The aqueous phase was extracted with ethyl 
acetate. The combined organic phase was washed with H2O and sat. NaCl aqueous solution, then dried 
over MgS04. 

The residue was dissolved in a solution of THF-methanol-H20 (3:1:1, 20 mL) and treated with 
LiOH H20 (1.0 g, 25 mmol) at 25 °C for 3 h. The reaction mixture was then acidified and extracted 
15 with ethyl acetate. The combined organic phase was dried over MgS04. Concentration and 
chromatography afforded compound 10 (3.3 g, 82%) as white solid: Rf 0.34 (10:1, CH2Cl2-methanol); 
^H NMR (CD3OD, 300 MHz) 5 7.52 (dd, IH, J = 7.6 Hz, J = 1.4 Hz), 7.28 (td, IH, J = 7.8 Hz, J = 1.5 
Hz), 7.06 (t, IH, J = 7.5 Hz), 6.92 (d, IH, J = 8.1 Hz), 5.33 (q, IH, J = 6.6 Hz), 5.03 (br s, 2H), 4.79 (s, 
2H), 1.51 (d, 3H, J = 7.2 Hz). 

20 A mixture of hydroxy acid 10 (980 mg, 5.0 mmol), HOBT (743 mg, 5.5 mmol), EDCI (1.05 g, 

5.5 mmol), NaHCOa (1.26 g, 15.0 nrniol) and CH3NH2HCI (371 mg, 5.5 mmol) in DMF (10 mL) was 
stirred at 25 ^C for 23 h. The reaction mixture was diluted with ethyl acetate. The organic solution 
was washed with H2O and sat. NaCl solution then dried over MgS04. Concentration afforded alcohol 
11 (664 mg, 64%) as colorless syrup: Rf 0.21 (10:0.5, CH2Cl2-methanol); 'H NMR (CD3OD, 300 MHz) 

25 5 7.50 (dd, IH, J = 7.6 Hz, J = 1.6 Hz), 7.27 (m, IH), 7.05 (t, IH, J = 7.5 Hz), 6.90 (d, IH, J = 8.1 Hz), - 
5.34 (q, IH, J = 7.2 Hz), 5.01 (br s, 2H), 4.57 (d, 2H, J = 3.0 Hz), 2.85 (s, 3H), 1.54 (d, 3H, J = 7.0 Hz). 

EXAMrLE381 

[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaidUno}ethyl)phenoxy]-N-methylacetaiiUd 

DEAD (352 f^L, 2.2 mmol) was added dropwise to a solution of alcohol 11 (312 mg, 1.5 
30 mmol), Triphenylphosphine (586 mg, 2.2 mmol) and sulfonamide 3 (452 mg, 1 .5 mmol) in THF (6 mL) 
at 25 °C under Ar, The mixture was stirred at 25 ^C for 22 h, then concentrated in vacuo. Small amount 
of crude product was purified by HPLC to afford the compound (34 mg) as white foam: Rf 0.35 (10:10, 
hexane-ethyl acetate); *H NMR (CDCI3, 300 MHz) 8 7.95 (m, IH), 7.68 (br s, 2H), 7.44 (br s, 2H), 7.26 
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(br s, IH), 6.24-6.95 (m, 6H), 6.32 (q, IH, J = 7.2 Hz), 4.69 (m, IH), 4.52 (m, IH), 2.95 (s. 3H), 1.50 
(d, 3H, J = 7.2 Hz); LCMS 3.46 min, m/z 517.1 (M+Na\ C23H21CIF2N2O4S requires 494.94). 

A mixture of hydroxy acid 10 (980 mg, 5.0 mmol), HOBT (743 mg. 5.5 mmol), EDCI (1.05 g, 
5 5.5 mmol), NaHCOj (1.26 g. 15 mmol) and CH3ONH2HCI (459 mg, 5.5 mmol) in DMF (20 mL) was 
stirred at 25 for 23 h. The reaction mixture was diluted with ethyl acetate. The organic solution was 
washed with H2O and sat. NaCl solution then dried over MgS04. Concentration afforded the desired 
product (340 mg, 30%) as colorless syrup: Rf 0.19 (10:0.5, CHjClz-methanol); 'H NMR (CDCI3, 300 
MHz) 5 7.44 (d, IH, J = 7.8 Hz), 7.24 (t, IH, J = 7.2 Hz), 7.00 (t, IH, J = 7.4 Hz), 6.88 (d, IH. J = 8.1 
10 Hz), 5.23 (m, IH), 4.90 (s, 2H), 4.57 (d, 2H, J = 2.7 Hz), 3.70 (s, 3H), 1.48 (d, 3H, J = 6.6 Hz). 

EXAMPLE 38 2 

[2-(l-{[(4-chIorophenyl)sulfonyll-2,5-difluoroaniUno}ethyi)phenoxyl-N-methoxyacetamide 
DEAD (357 |iL, 2.3 mmol) was added dropwise to a solution of alcohol 12 (340 mg, 1.5 
mmol), Triphenylphosphine (595 mg, 2.3 mmol) and sulfonamide 3 (458 mg, 1,5 mmol) in THF (6 mL) 
15 at 25 °C under Ar. The mixture was stirred at 25 for 22 h, then concentrated in vacuo. Crude product 
was purified by HPLC to afford the desired product (144 mg) as white foam: Rf 0.38 (10:10, hexane- 
ethyl acetate); NMR (CDCI3, 300 MHz) 6 10.81 (m, IH), 7.72 (m, 2H), 7.47 (m, 2H), 7.27 (m. IH), 
6.24-6.97 (m, 7H), 4.80 (m, IH), 4.60 (m, IH), 3.88 (s, 3H), 1.48 (d, 3H, J = 6.9 Hz); LCMS 3.19 min, 
m/z 533 (M+Na\ C23H2,C1F2N205S requires 510.94). 

20 EXAMPLE 383 

Numerous compounds according to the present invention can be prepared employing the 
general scheme set forth in SCHEME 383. 
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EXAMPl.K 

Rr= 0.25 (3:1 hexanesrethyl acetate), 'H NMR (300 MHz, CDCI3) S: 7.46-7.21 (m, 4H), 6.51- 
6.40 (dd, IH), 5.52 (dq, IH), 2.93-2.89 (m, IH), 1.60-1.33 (dd, 3H). 

S EXAMPI.F.ISS 

O-H 

Rf= 0.23 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S: 7.66-7.16 (m. 4H), 5.16 
(q, IH). 4.87-4.60 (dd, 2H), 3.13 (b, 2H). 1.59 (d. 3H). 

.0 

10 " 

Rf= 0.25 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 6: 7.43-7.14 (m, 4H), 5.06 
(m, IH), 4.86-4.56 (dd, 2H). 3.07 (s, 3.07), 1.48 (d, 3H), 0.85 (s, 9H), 0.00 (m, 6H). 

EXAMPLE 387 

1 5 Rf = 0.30 (20: 1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.64-6.22 (m, 1 1 H), 5.87 

(q, IH), 5.10 (m, IH), 4.84 (m, IH), 1.50 (m, 3H), 0.97 (s, 9H), 0.10 (d, 6H). 
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EXAMPLE .^«« 



O-H 




Rf= 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.63-7.72 (m, IIH). 6.02 
5 (b, IH). 5.01-4.85 (m, 2H), 2.53-2.16 (bb, IH). 1.49 -1.38 (m, 3H). 



EXAMPLE 389 



o 




Rr= 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.69-6.75 (m, IIH), 5.89 
(m, 2H), 5.42-5.30 (m, IH), 3.09 (s, 3H), 1.51-1.39 (m, 3H). 



10 EXAMPLE 390 

4-chloro-N-(2,5-difluoroplienyl)-N-(2-(lH-tetraazoi-l-ylmetbyI)beiizyI]benzenesttIfonaiiiide 

Rf= 0.48 (1:1; ethyl acetate:hexanes). 'H NMR (CDCI3) 6 (ppm): 8.96 (s. IH), 1.16-1. U (d, 
2H), 7.60-7.58 (d, 2H), 7.35-7.09 (m, 3H0, 6.99-6.90 (m, 3H), 6.75-6.69 (m, IH), 5.93 (s, 2H), 4.82 (s, 
1 5 2H). LC-MS calculated for QiHuClFzNjOzS 476; Observed.- 476. 



EXAMPLE 391 

4-chIoro-N-(2,5-difluorophenyl)-N-[2-(2H-tetraazoI-2-ybnethyl)beiizyI|beiizenesulfonainide 




Rf = 0.50 (2:1; hexanes: ettiyl acetate), (ppm): 8.515 (s, IH), 7.76-7.72 (m, 2H), 7.54 -7.51 
20 (m, 2H), 7.23-6.69 (m, 7H), 6.08 (s,2H0, 4.93 (s, 2H). LC-MS calculated for C21H16C1F2N502S: 476; 
Observed: 476. 
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EX AMFL E 3 92 

4-chloro-N-(2,S-difluorophenyl)-N*|2-(lH-l,2,4-triazoI*l-ylmethyl)benzyl]beiizenesuIfo 

0:;C" 

Mp = 147-148 (ethyl acetate/hexanes). Rr= 0.28 (19:1; DCMrmethanol). 'H NMR 5 (ppm): 
5 8.26 (s, IH), 8.08 (s, IH), 7.71-7.68 (m, 2H), 7.54-7.51 (m, 2H), 7.25-6.71 (m, 7H), 5.60 9s, 2H0, 4.80 
(s, 2H). LC-MS calculated for C22H,7C1F2N402S: 475. Observed: 475. 

EXAMPLE 393 

4-chloro-N-(2,5-difluorophenyl)-N-[2-(lH-iinidazol-l-ylmethyl)benzyl]beDzenesulfonamide 

10 Mp = 166-167 (DCM/hexanes). Rf = 0.31 (19:1; DCM:methanol). 'H NMR 5 (ppm): 7.65- 

7.50 (m, 5H), 7.33-7.07 (m, 3H), 6.99-6.87 (m, 4H), 6.72-6.71 (m. IH), 5.40 (s, 2H), 4.69 (s, 2H). LC- 
MS calculated for C23H,8ClF2Nj02S: 474. Observed 474. 

EXAMPLE 394 
4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-(2-(lH-imida2ol-l- 
15 ylmethyl)phenyl]ethyl}benzenesulfonaniide hydrochloride 

G 




Rr= 0.50 (10:1; DCMrmethanol). 'H NMR (CD3OD) 8 (ppm): 7.77-7.75 (m, 2H), 7.63-7.52 (m, 
3H), 7.30-6.80 (8.5H), 6.55 (m, 0.5H), 5.88-5.81 (m. 2H), 5.49-5.34(m, IH), 1.46-1.26 (m, 3H). LC- 
MS calculated for C24H20CIF2N3O2S : 487. Observed 488 (MH+). 
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EXAMPLE 395 

4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-|2-(lH-l,2,4-triazol-l- 
ylmethyl)phenyl] ethyl} benzenesulfonamide 

5 Rf = 0.25 (97:3; DCM;methanol). 'H NMR (CDjOD) 5 (ppm): 8.26 (s, IH). 8.00 (s, IH), 7.70- 

6.41 (m, 13H). 6.09-5.91 (m, 2H), 5.44 (d, IH). 1.42-1.25 (dd 3H). LC-MS calculated for 
C23H19C1F2N402S : 488. Observed 489 (MH+). 

EXA M PLE 396 

10 Rf= 0.34 (6:1; hexanes:ethyl acetate). 'H NMR (CDCU) 5 (ppm): 8.53 (s, IH), 7.74-6.59 (m, 

13H), 6.29-6.22 (m, IH), 5.84 (d, IH), 1.42-1.25 (dd, 3H). LC-MS calculated for CzzH.gClFzNjOzS : 
489. Observed 490 (MH+). 

EXAMPLE 397 

N-N 

15 Rr= 0.25 (2:l;hexanes:ethyl acetate). 'H NMR (CDClj) 5 (ppm):8.34 (s, IH), 7.72-7.69 (m, 

2H), 7.53-6.35 (m, lOH), 6.37 (d, IH), 5.91 (q. IH). 5.74 (d. IH), 1.40-1.24 (dd, 3H). ). LC-MS 
calculated for C22H,8C1F2N502S : 489. Observed 490 (MH+). 
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Rr= 0.50 (10:1 DCM:methanol). 'H NMR (CDCb) 5 (ppm):7.66-6.82 (m, 1 IH). 6.14 (br, IH), 
5 3.30-3.14 (m. 6H), 1.83-1.48 (m, 9H). LC-MS calculated for C26H27CIF2N2O2S : 504. Observed 505 
(MH+). 



EXAMPLE 399 



Rf= 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.18-7.06 (m, 3H), 6.37 
10 (d, IH). 5.23 (q, IH), 3.01 (d, IH), 1.58 (t, 3H). 

EXAMPLE 400 



0-' 
O 

H 



Rr= 0.23 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) d 7.46-7.41 (m, IH), 7.08- 
6.98 (m, 2H), 5.10 (q, IH), 4.80-4.59 (dd, 2H), 3.08 (s, IH), 3.93 (s, IH), 1.53 (d, 3H). 

15 EXjVMrLE401 



o 

H 



Rf= 0.25 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.37-7.31 (m, IH), 6.99- 
6.82 (m, 2H), 4.97 (q, IH), 4.79-4.52 (dd. 2H), 2.76 (b, IH), 1.39 (d, 3H). 0.79 (s. 9H). 0.00 (d. 6H). 
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Rf= 0.30 (20:1 hexanes:ethyl acetate), NMR (300 MHz, CDClj) &. 7.63-6.16 (m, lOH), 5.58 
(q, IH), 4.79 (m, 2H), 1.36 (m, 3H), 0.79 (s, 9H), -0.06 (d, 6H). 



EXAMPLE 403 



Rf = 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCU) ». 7.66-7.27 (m, 4H), 7.03- 
6.47 (m, 6H), 5.94 (d, IH), 4.94 (m, 2H), 2.56-2.26 (bb, IH), 1.50-1.40 (m, 3H). 



EXAMPLE 404 




Rr= 0.30 (15:1 hcxanesrethyl acetate), 'H NMR (300 MHz, CDCU) &. 111-1 A\ (m, 4H). 7.10- 
6.42 (m, 6H), 5.93 (m, IH), 5.29-5.10 (m, IH), 4.47-4.39 (tn, IH). 1.48-1.23 (m, 3H). 



EXAMPLE 405 



o o 



CD 



15 Rr=0.19 (3:1; hexanes:ethyl acetate). 'H NMR (CDCU) 5 (ppm): 7.66-7.74 (m, 2H), 7.56-7.40 

(m, 2H), 7.06-6.37 (m, 6H), 6.44-6.37 (m, IH), 4.49 (d overlaps d. IH), 3.52 (d. IH), 3.18-3.03 (m, 
8H). 1.44 (d. 3H). LC-MS calculated for C2SH24CIF3N2O4S2 : 572. Observed 572. 



BNSOCXilD: <WO_00S0391A1_L> 



wo 00/50391 




PCTAJSOO/04560 



EXAMPLE 406 



OH 

A solution of n-BuLi in THF (2.5 M, 17.6 mL, 44 mmol) was added dropwise within 30 min to 
a solution of (s)-{-)-2-bromo-a-methylbenzyl alcohol (3.9 g, 19.4 mmol) in THF at -78 °C under Ar. 
5 After having been stirred for 40 min, the generated suspension was warmed to 0 °C, and ethylene oxide 
(5 mL, ICQ mmol) was added. The mixture was stirred at 0 for 1 h. The reaction was quenched with 
1 N HCl aqueous solution. The aqueous phase was extracted with ethyl acetate. The combined organic 
solution was washed with water and sat. NaCl solution, then dried over Na2S04. Concentration and 
flush column chromatography afforded the diol (1.4 g, 44%) as colorless liquid: Rf 0.16 (10:10, 
10 hexanes:ethyl acetate); *H NMR (CDCI3, 300 MHz) 5 7.50 (m, IH), 7.25 (m, 2H), 7.17 (m, IH), 5.13 
(q, IH, J = 6.6 Hz), 3.90 (m, IH), 3.76 (m, IH), 3.00 (m, IH), 2.86 (m, IH), 2.94 (br s, IH), 1.52 (d, 
3H. J = 6.6 Hz). 



EXAMPLE 407 




OH 



15 A solution of the diol prepared according to the previous example (890 mg, 5.4 mmol) in 

CH2CI2 (21 mL) was treated with TBSCl (848 mg, 5.6 mmol) in the presence of imidazole (803 mg, 
11-8 mmol) at 25 °C under Ar for 40 min. The reaction was quenched with H2O. The aqueous phase 
was extracted with CH2CI2. The combined organic phase was dried over Na2S04. Concentration 
afforded product (1.5 g, 100%) as colorless liquid: Rf 0.21 (10:1, hexanesiethyl acetate); *H NMR 

20 (CDCI3, 300 MHz) S\ 7.50 (m, IH), 7.27 (m, 2H), 7.22 (m, IH), 5.18 (m, q, IH, J = 6.3 Hz), 3.94 (m, 
IH), 3.87 (m, IH), 3.28 (m, IH), 3.01 (m, 2H), 1.56 (d, 3H, J = 6.3 Hz), 0.85 (s, 9H). 0.00 (s, 6H). 



EX AMrL K 4 08 




To a solution of the alcohol prepared according to the previous example (4.4 g, 16 mmol) in 
25 toluene (53 mL) at 25 ®C under Ar, were added triphenylphosphine (5.4 g, 20.5 mmol) and sulfonamide 
3 (5.3g, 17.4 mmol). The mixture was cooled to 0 °C, and DEAD (3.0 mL, 19 mmol) was added 
dropwise. After the addition, the mixture was stirred at 25 °C for 36 h. Concentration and 
chromatography afforded product 4 (6.66 g, 75%) as colorless syrup: Rf 0.39 (10:1, hexanes:ethyl 
acetate); ^H NMR (CDCI3, 300 MHz) & 7.62 (m, 2H). 7.38 (m, 2H), 7.16 (m, 2H), 6.29-7.07 (m, 5H), 



BNSDOCID: <WO_0050391A1J_> 



wo 00/50391 



212 



• 



PCT/USOO/04560 



5.94 (m, IH), 3.86 (m, 2H), 3.26 (m, IH), 2.79 (m, IH), 1,53 (m, 3H), 0.88 (s, 9H), 0.02 (s, 3H), 0.00 



A solution of product prepared according to the previous example (6.6 g, 1 1.7 minol) in THF 
(55 mL) was treated with TBAF solution (1 .0 M in THF, 12 mL, 12.2 mmol) at 25 under Ar for 40 
min .The reaction was quenched with H2O. The aqueous phase was extracted with ethyl acetate and the 
combined organic solution was washed with sat. NaCl aqueous solution, then dried over MgS04. 
Concentration and chromatography afforded 4-chloro-N-(2,5-difluorophenyl)-N- {( 1 R)- 1 -[2-(2- 
hydroxyethyl)phenyl]ethyl}benzenesulfonamide(4.8 g, 92%) as colorless gum: Rf 0.28 (10:4, 
hexanes:ethyl acetate); NMR (CDCI3, 300 MHz) 57.62 (m, 2H), 7.43 (m, 2H), 7.19 (m, 2H), 6.40- 
7.00 (m, 5H), 5.99 (m, IH), 3.95 (t, 2H, J = 6.6 Hz), 3.34 (m, IH), 3.00 (m, IH), 1.92 (s, IH), 1.48 (m, 
3H); LCMS 3.36 min, m/z 469.0 (M+H'+HjO, C22H20CIF2NO3S requires 451.91). 



A solution of 4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-[2-(2-hydroxyethyl) phenyl]ethyl}- 
benzenesulfonamide (422 mg, 0.94 mmol) in triethylamine (5.0 mL) was treated with MsCl (109 p.L, 
1.4 mmol) at 0 °C under Ar for 3 h. The reaction mixture was diluted with ethyl acetate. The organic 
solution was washed with H2O and sat. NaCl aqueous solution, then dried over MgS04. Concentration 
in vacuo afforded the mesylate (450 mg, 91%) as light yellow syrup: Rf 0.25 (10:4, hexanes:ethyl 
acetate). 

A solution of 4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-[2-(2-hydroxyethyl) phenyl]ethyl}- 
benzenesulfonamide (422 mg, 0.94 mmol) in triethylamine (5.0 mL) was treated with MsCl (109 |iL, 
1 .4 mmol) at 0 under Ar for 3 h. The reaction mixture was diluted with ethyl acetate. The organic 
solution was washed with H2O and sat. NaCl aqueous solution, then dried over MgS04. Concentration 
in vacuo afforded mesylate (450 mg, 91%) as light yellow syrup: Rf 0.25 (10:4, hexanes:ethyl acetate). 



(s. 3H). 



EXAMPLE 409 
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EXAMPr.R4n 




Imidazole (82 mg, 1.2 mmol) was added slowly to a suspension of NaH (60%, 58 mg, 1.4 
mmol) in DMF (2.0 mL) at 25 **C under Ar. After having been stirred at 25 for 20 min, the generated 
5 solution was added to a solution of mesylate 5 (420 mg, 0.80 mmol) in XHF (6.0 mL). The mixture was 
stirred at 25 overnight. The reaction was quenched with HjO and the aqueous phase was extracted 
with ethyl acetate. The dried organic solution was concentrated in vacuo. Chromatography afforded 4- 
chloro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 - {2-[2.( 1 H-imidazol- 1 -y l)ethyl]phenyl } ethyl)benzene- 
sulfonamide hydrochloride as colorless syrup (21 1 mg, 53%) as colorless gum: Rf 0.31 (10:0.5 CH2CI2- 



10 methanol); *H NMR (CDCI3, 300 MHz) 5 7.40-7.66 (m, 5H), 6.22-7.30 (m, 9H), 5.62 (m, IH), 4.42 (m, 
IH). 4.18 (m, IH), 3.61 (m, IH), 3.22 (m, IH), 1.34 (d, 3H, J = 6.3Hz); LCMS calculated for 
C25H22CIF2N3O2S 502. Observed: 502. 



A solution of HCl in Et20 (1.0 M, 398 ^iL, 0.40 mmol) was added dropwise to a solution of 4- 
chloro-N.(2,5-difluorophenyl)-N.((lR)-l-{2-[2.(lH.imidazol-l-yl)ethyl]phenyl}ethyl) 
benzenesulfonamide hydrochloride (100 mg, 0.20 mmol) in CH2CI2 (2.0 mL) at 25 under Ar. After 

20 having been stirred for 30 min, the solvents were removed in vacuo. The residue was purified by 
chromatography to afforded 4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - {2-[2-( 1 H-imidazol- 1 - 
yl)ethyl]phenyl}ethyI)benzenesulfonamide hydrochloride (99 mg, 92%) as white solid. m.p. 205.0- 
206.0 ^C; RrO.32 (10:0.5, CH2Cl2-methanol); 'H NMR (CD3OD, 300 MHz) 5 9.22 (s, IH), 7.76-8.07 
(m, 6H), 6.57-7.52 (m, 7H), 6.23 (m, IH), 4.93 (m, 2H), 3.91 (m, IH), 3.78 (m, IH), 1.69 (d, 3H, J = 

25 6.9 Hz); LCMS 3.04 min, m/z 502.05 (M+H*-HC1, C25H22CIF2N3O2S HCl requires 501 .98 36.46). 



15 



EXAMPLE 4]i2 

4-chloro-N.(2,5.difluorophenyl)-N-((lR)-l.{2-I2-(lH.iimdazoH- 
yl)ethyl] phenyl} ethyI)benzenesulfonamide hydrochloride 
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EXAMPLE 41,^ 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[2-(lH-l,2,4-triazol-l-yl)ethyl]pheDyI} ethyl) 

benzenesulfonamide 



1, 2, 4-Tria2ole (101 mg, 1.5 mmol) was treated with NaH (60%, 70 mg, 1.8 mmol) in THF 
(7.0 mL) and DMF (0.5 mL) at 25 under Ar for 30 min. The generated suspension was added slowly 
to a solution of mesylate 5 (0.97 mmol) in THF (3.0 mL) and the mixture was stirred for 48 h. The 
reaction was quenched with H2O and the aqueous phase was extracted with ethyl acetate. The dried 
10 organic solution was concentrated and chromatography afforded 4-chloro-N-(2,5-difluorophenyl)-N- 
((lR)-l-{2-[2-(lH-l,2,4-triazol-l-yl)ethyl]phenyl} ethyl) benzenesulfonamide (260 mg, 53%) as white 
crystal: m.p. 116-118°C; Rf 0.28 (10:10, hexanes:ethyl acetate); NMR (CDCI3, 300 MHz) 5 8.01 (br 
s, 2H), 7.39-73 (m, 4H), 6.32-7.11 (m, 7H), 5.83 (m, IH), 4.65 (m, IH), 4.89 (m, IH), 3.29-3.68 (m, 
2H), 1.35 (m, 3H); LCMS 3.43 min, m/z 503.05 (M+H^, C24H2iClF2N402S requires 502.96). 

15 EXAMPLE 414 

4-chIoro-N-(2,5-dinuorophenyl)-N-((lR)-l-{2-[2.(2-methyl-lH-iinidazol-l. 
yl)ethyI]phenyl}ethyl)beiizenesnlfonamide hydrochloride 

2-Methylimidazole (77 mg, 0.94 mmol) was treated with NaH (60%, 27 mg, 1.1 mmol) in 
20 DMF ( 1 .0 mL) at 25 "C under Ar for 30 min. The generated solution was added slowly to a solution of 
mesylate 5 (250 mg, 0.47 mmol) in THF and the mixture was stirred at 25 °C for 26 h. The reaction 
was quenched with H2O and the aqueous phase was extracted with ethyl acetate. The dried organic 
solution was concentrated in vacuo. Chromatography afforded the desired product (39 mg, 16%) as a 
colorless gum: Rf 0.28 (10:0.5, CH2Cl2-methanol); *H NMR (CDCI3, 300 MHz) 5 7.60 (m, 2H), 7.42 
25 (m, 2H), 7.15 (m, 2H), 6.20-6.98 (m, &UX 5.52 (m, IH), 4.30 (m, IH), 4.06 (m, IH), 3.69 (m, IH), 
3.12 (m, IH), 2.10 (m, 3H), 1.27 (m, 3H); LCMS 3.07 min, m/z 516.10 (M+H*, C26H24CIF2N3O2S 
requires 516.00). 

4.chloro.N.(2,5-difluorophenyl)-N.(( 1 R). 1 - {2.[2-(2-methyl. IH-imidazol- 1 - 
yl)ethyl]phenyl}ethyl)benzenesulfonamide (39 mg, 0.075 mmol) was dissolved in CH2CI2 (2.0 mL) and 
30 treated with HCl - Et20 solution (1 .0 M, 83 ^L) at 25 ^C for 1 5 min. Solvents were removed in vacuo 
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and chromatography afforded 4-chloro-N-(2,5-difluorophenyl)-N-((l R)- 1 - {2-[2-(2-methyMH- 
imidazol-l-yl)ethyl]phenyl}cthyl)bcnzcnesulfonamide hydrochloride (26 mg, 61%) as white solid: m.p. 
190.5-192.0 *^C; Rf 0.38 (10:1, CHjCb-methanol); *H NMR (CD3OD, 300 MHz) 5 7.39-7.67 (m, 5H), 
7.29 (m, IH), 6.18-7.12 (m, 7H), 5.67 (q, IH. J = 6.9 Hz), 4.44 (m, IH), 4.35 (m, IH), 3,59 (m, IH), 
5 3.25 (m. IH), 2.27 (m, 3H), 1.31 (d, 3H, J = 6.6 Hz); LCMS 3.07 min, m/z 516.05 (M+H*-HC1, 
C26H24CIF2N3O2S HCI requires 516.00). 

The following compounds were prepared using the preparative schemes described in the 
previous Examples. 



EXAMPLE 41g 

10 4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[2-(lH-tetraa2oH. 

y l)ethy I] phenyl} cthyl)benzenesulfonamide 

Rf 0.16 (10:5, hexanes-.ethyl acetate); 'H NMR (CDClj, 300 MHz) 5 8.75 (s, IH). 7.42-7.74 (m, 
4H), 6.30-7.20 (m. 7H), 5.94 (m, IH), 4.98 (m, IH), 4.75 (m, IH), 3.56 (m, 2H), 1.40 (d, 3H. J = 6.9 
1 5 Hz); LCMS 3.56 min, m/z 504.05 (M+H*. CzsHajClFzNjOzS requires 503.95). 



EXAMPLE 416 

4-chioro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-l2-(2H-tetraazoI-2- 
yi)ethyl]phenyI}etliyl)benzenesulfonamide 

20 Rf 0.40 (10:4, hexanesiethyl acetate); 'H NMR (CDClj. 300 MHz) 8 8.55 (s, 1 H), 7.63 (m, 

2H), 7.41 (m, 2H), 6.45-7.14 (m, 7H), 5.88 (m, IH), 5.01 (m, 2H), 3.80 (m, IH), 3.52 (m. IH), 1.45 (m, 
3H); LCMS 4.37 min, m/z 526.05 (M+Na*. CzsHjoClFjNsOzS requires 503.95). 
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Rf= 0.25 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 5: 7.45-6.61 (m, 1 IH), 5.78 
(q, IH), 3.65-3.52 (m. 2H), 3.00 (m, IH), 2.66-2.55 (m, IH), 1.79-1.59 (m, 2H). 1.43-1.30 (m, 3H), 
5 0.84 (d,9H), 0.01 (d,6H). 

EXAMPLE 418 

Rr= 0.23 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 5: 7.66-7.60 (m, 2H), 7.42- 
7.40 (m. 2H), 7.19-6.59 (m, 7H), 5.94 (q, IH), 3.83-3.76 (m, 2H), 3.21-3.11 (m, IH). 2.87-2.77 (m, 
10 IH), 2.0M.88 (m, 2H), 1.72 (t, IH), 1.53 (m, 3H). 

EXAMPLE 419 
o 

-•r 




1^. 

Rf= 0.30 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 6: 7.65 (m, 2H), 7.42 (m, 
2H), 7.18-6.29 (m. 7H), 6.93 (m, IH), 4.36 (m, 2H), 3.24 (m, IH), 3.10 (s, 3H), 2.87 (m, IH), 2.14 (m, 
15 2H), 1.53(m,3H). 

EXAMPLE 420 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(l-piperidinyl)propyl]beiizyl}beiizenesulfonamide 

Rf = 0.25 (9:l;DCM:methanol). 'H NMR (CD30D)5(ppm):7.75-7.62 (m, 4H). 7.19-6.89 (m, 
20 7H), 4.76 (s, overlaps HOD, 2H), 2.95-2.85 (m, 8H), 2.11-1.95 (m, 2H), 1.81-1.75 (m, 4H), 1.65-1.55 
(m, 2H). LC-MS calculated for C27H30CIF2N2O2S : 519. Observed 519 (M+). 
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EXAMPLE 421 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-f3-(lH-iniidazol-l- 
yl)propyI]phenyl}ethyObeiizenesuIfonaiiiide hydrochloride 




5 Rr= 0.34 (19:l;DCM:methanol). 'H NMR (CD3OD) 5 (ppm):7.74 (s. IH). 7.70-7.57 (m, 4H), 

7.24 (s, IH), 7.22-6.61 (m, 8.5H), 6.3 (br m. 0.5H), 5.87 (q, IH). 4.19 (t, 2H), 3.02-2.81 (m, 2H), 2.21- 
2.1 1 (m, 2H), 1.51-1.49 (m, 3H). LC-MS calculated for C26H24CIF2N3O2S : 516. Observed 516 (M+). 

EXAMPLE 422 

4-chloro-N-(2,5-diauorophenyI>-N-((lR)-l-{2-[3-(lH-l,2,4-triazol-l- 
1 0 yl)propyl)phenyl}ethyI)benzenesulfonainide 




Rr= 0.29 (19:l;DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 8.19 (s. IH). 8.00 9s, IH), 7.67- 
6.30 (m, IIH), 5.92 (q. IH), 4.36 (t, 2H), 3.17-3.07 (m, IH). 2.91-2.82(m, IH). 2.38-2.22(m, 2H), 1.49 
(br, 3H). LC-MS calculated for C25H23C1F2N402S : 517. Observed 517 (M+). 

15 EXAMPLE 421 

4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-(3-(2H-tetraazol-2- 
yl)propyl]phenyl}ethyl)beiizenesulfonainidc 

Rr= 0.50 (3:1 hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 8.81 (Ss, IH), 7.69-6.24 (m, 
20 11), 5.93 (q, IH). 4.65 (t, 2H), 3.15-2.85 (m. 2H), 2.55-2.25 (m, 2H), 1.31(d, 3H). LC-MS calculated 
for C24H22CIF2N5O2S : 5 1 8. Observed 215 (M*- 303). 
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EXAMPLE 424 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(lH-tetraazol-l- 
yl)propyl]phenyl}ethyl)beiizenesulfonainide 

Rf= 0.20 (2:1 hexanes:ethyl acetate). NMR (CDCU) 5 (ppm): 9.23 (s. IH), 7.70-6.27 (m. 
IIH). 5.92 (q, IH), 4.65 (t, 2H), 3.20-2.90 (m, 2H). 2.54-2.33 (m, 2H). 1.46 (d, 3H). LC-MS calculated 
for C24H22CIF2N5O2S : 518. Observed 518 (M+). 

EXAMPLE 425 

10 4-chloro-N-{5-chloro-2-(hydroxymethyl)phenyI]-N-((lR)-l-{2-[3-(lH-imidazol-l- 

yl)propyl]phenyl}ethyl)benzenesulfonainide 

OH 

Rr= 0.29 (19:1 DCMrmethanol). 'H NMR (CDCI3) 5 (ppm):7.74-(6,57 (m, 13H0, 6.28-6.19 (m, 
IH), 6.01-5.94 (m, IH), 0004.19-4.03 (m, 2H), 3.86-3.75 (m, IH), 3.42-3.16 (m, 2H), 2.93-2.83 (m. 
15 IH), 2.28-1.98 (m, 4H), 1.39 (d, 3H). LC-MS calculated for C27H27CCN3O3S: 544.5. Observed: 544.5 
(M+). 

EXAMPLE 426 

4-chloro-2-([(4-chlorophenyl)sulfonyl]((lR)-l-{2-[3-(lH-iiiiidazol-l- 
yI)propyI]phenyl}ethyl)amino]beiizyl acetate 

To ^ 

-a 




20 



o 

Rf= 0.26 (19:1 DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 7.68-6.76 (m, 14H), 6.23 (d, IH), 
5.97 (q, IH), 4.36 (d, IH), 4.15 (t, 2H), 3.58 (d, IH), 3.18-3.09 (m, IH), 2.97-2.88 (m, IH), 2.34-2.21 
(m, 2H), 1.89 (s, 3H), 1 .43 (d, 3H). 
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BXAMPLE 4?7 



4-chloro-N-(2,5-dinuorophenyl)-N-((lR).l-{2-l3-(l- 
piperidinyl)propyl]phenyl}ethyl)beiizenesulfonainide hydrochloride 



Rf= 0.68 (9:1 DCM:methanoI). 'H NMR (CDjOD) 8 (ppm): 7.57-7.28 (m, 5H), 7.09-6.93 (m, 
3H), 6.68-6.10 (m, 3H), 5.74 9q, IH), 3.87-2.58 (m, 8H), 0.1.98-1.85 (m, 2H), 1.71-1.61(m, 4H). 1.49- 
1.16 (m, 5H). ). LC-MS calculated for C28H31CIF2N2O2S: 533. Observed: 533 (M+). 



A solution of 9-BBN in THF (0.5 M, 91 mL, 45 mmol) was added dropwise to a solution of 
allyloxy-/er/-butyldimethylsilane (8.7 g, 50 nunol) in THF (25 mL) at 0 °C under Ar. The mixture was 
stirred at 0 °C for 1 h, then at 60 V for additional 1 h. the solution was then cooled to 25 "C. To the 

15 generated solution at 25 °C, were added compound 19 (8.85 g, 40 mmol), PdCl2(dppO (990 mg, 1.2 
mmol) and 3 M NaOH aqueous solution (13.5 mL, 40.4 mmol). The mixture was refluxed at 60 °C for 
12 h. The solution was extracted with CH2CI2 and the combined organic solution was washed with sat. 
NH4CI solution and sat. NaCl solution, then dried over MgS04. Chromatography afforded the desired 
product (21) (1 1.4 g, 90%) as colorless syrup: Rf 0.12 (10:1, hexanes:ethyl acetate); 'H NMR (CDCI3, 

20 300 MHz) 5 7.41 (m, IH), 7.69 (m, 2H). 5.09 (m. IH), 3,58 (m. 2H). 2.66 (m, 2H), 2.1 1 (s. IH). 1.73 
(m, 2H), 1.39 (m, 3H), 0.84 (s, 9H), -0.01 (s, 3H). -0.02 (s, 3H). 



Rf 0.30 (10:5, hexanesiethyl acetate); 'H NMR (CDCI3, 300 MHz) 6 7.65 (m. 2H), 7.42 (d, 2H), 
25 7.00 (m, 2H), 6.91 (m, IH), 6.33-6.74 (m, 3H). 5.92 (q, IH, J = 6.6 Hz), 3.79 (s. 2H). 3.15 (m, IH). 
2.82 (m, IH), 2.68 (s, IH), 1.92 (m, 2H), 1.51 (m, 3H); LCMS 3.55 min, m/z 501.15 (M+H^+HjO, 
C23H21CIF3NO3S requires 483.94). 
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EXAMPL E 4 30 

4-chloro-N-(2,5-difluorophenyl)-N-(l-{4-fluoro-2-[3-(lH-imida201-l- 
yl)propyl] phenyl}ethyl)benzenesulfonamide hydrochloride 



^ Rf= 0.44 (10:l;DCM:methanol). 'H NMR (CD3OD) 5 (ppm):7.93-6.37 (m, 13H), 5.89 (m, IH), 

4.16 (t, 2H), 3.10-2.85 (m, 2H), 2.31-2.17 (m. 2H), 1.52-1.50 (m, 3H). LC-MS calculated for 
CzfiHaaClFjNjO^S : 534. Observed 534 (M+). 

F.XAMPI.E 431 

10 4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[3-(lH-imidazol-l- 

yl)propyl]phenyl}ethyl)benzenesulfonaiiude hydrochloride 

Rf = 0.38 (19:l;DCM:methanol). 'H NMR (CDCU) 8 (ppm): 9.64 (s, 0.4H), 9.56 (s, 0.6H), 
7.71-7.40 (m, 6H). 7.02-6.20 (m, 6H), 5.92 (q, IH). 4.62-4.47 (m, 2H), 3.15-2.95 (m, 2H), 2.57-2.22 
1 5 (m. 2H), 1 .41 (d, 3H). LC-MS calculated for C26H23CIF3N3O2S : 534. Observed 534 (M+). 

KXAMPLE 432 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-l3-(lH-l,2,4-triazoH- 
yl)propyl]phenyl}ethyI)beiizenesulfonaiiiide 

20 Rf = 0.38 (1:1 hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 8.19 (s. IH), 8.01 (s, IH), 

7.67-7.45 (m. 4H). 6.70-6.28 (m. 6H), 5.87 (q. IH). 4.34 (t, 2H), 3.11-2.98 (m. IH). 2.91-2.80 (m, IH), 
2.38-2.22(m, 2H), 1.46 (d, 3H). LC-MS calculated for C2sH22aF3N402S : 535. Observed 535 (M+). 
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EXAMPLE 433 

4-chloro.N-(2,5-dinuorophenyl)-N-((lR)-l-{4-fluoro-2-l3-(2H-tetraazol.2. 
yl)propyl] phenyl} etbyl)beiizenesulfonainide 

5 Rf= 0.33 (3:1 hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 8.58 (s, IH), 7.66-7.32 (m, 

4H0. 7.01-6.31 (m, 6H), 5.84 (q, IH), 4.83 (dt, 2H). 3.17-3.07 (m, IH), 2.88-2.78 (m. IH), 2.43 (p, 2H), 
1.52 (d, 3H). LC-MS calculated for C24H2iaF3Ns02S : 536. Observed 233 (Nf -303). 

EXAMPLE 434 

4-chIoro-N-(2,5-dinuorophenyl)-N-((lR)-l-{4-fluoro-2-|3-(lH-tetraazol-l- 
1 0 yl)propyl] phenyl} ethyl)benzenesuIfonainide 

Rr= 0.50 (1:1 hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 8.79 (s, IH). 7.69-7.46 
(m,4H0, 7.02-6.23 (m, 6H), 5.92-5.84 (m, IH), 4.66 (t, 2H), 2.39 (t, 2H), 2.49-2.31 9m, 2H), 1.43 (d, 
3H). ). LC-MS calculated for C24H21CIF3N5O2S : 536. Observed 233 (M*-303). 

IS EXAMPLE 43S 



o 



Rf= 0.42 (19:1 DCMimethanol). 'H NMR (CDCI3) 8 (ppm): 7.62 (m, 2H). 7.47-7.37 (m. 2H), 
7.00-6.50 (m, 6H), 5.90 (q, IH), 3.08-2.98 (m, IH), 2.70-2.60 (m, IH), 2.53-2.38 (m, 6H), 1.92-1.82 
(m, 2H). 1.70-1.63 (m, 4H), LSI (d, 3H0, 1.50-1.44 (m, 2H). LC-MS calculated for CjjHjoClFjNzOjS: 
20 551. Observed 55 1 (M+). 
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EXAMPLE 436 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[3-(4-inethyl-l- 
piperazinyl)propyl]phenyl}ethyl)benzenesulfonamide 




Rf = 0.4 (9:1 DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 7.76-7.51 9m, 2H), 7.42-7.37 (m, 
2H), 7.02-6.55 (m, 6H), 5.87 (q, IH), 3.10-3.00 9m, IH), 2.67-2.28 (m, 12H), 1.87-1.75 (m, 2H), 1.58- 
1.45 (m, 3H). LC-MS calculated for CzsHatClFzNjOjS: 566. Observed 566 (M+). 

EXAMPLE 437 

10 4-chioro-NK2,5-difluorophenyl)-N-[(lR)-l-(4-fluoro-2-{3-[2-(trifluoromethy0^ 

yl]propyl}phenyl)ethyl]bcnzenesulfonamide 



Rf = 0.32 (5:2; hexanesrethyl acetate). 'H NhAR (CDCI3) 5 (ppm): 7,74-7.40 (m, 6H), 7.01-6.23 
(m, 6H), 5.87 (q, IH), 4.19 (t, 2H), 3.01-2.96 (m, 2H), 2.32-2.16 (m, 2H), 1.44 (d, 3H). LC-MS 
15 calculated for C27H22CIF6N3O2S: 602. Observed: 602 (M+). 

EXAMPLE 438 

Numerous compounds according to the invention can be prepared employing the general 
scheme set forth in SCHEME 438. 
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Using the preparative scheme outUned in Example 438, the compounds of Examples 439-448 
were prepared. 

EXAMPLE 439 

4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(4-fluoro-2-{4- 

|(methyIamino)sulfonyl]butyl}phenyl)ethyI|bcnzenesulfonamide 

o 
It 

" N 
O H 

Rf= 0.19 (2:1; hexanes:ethyl acetate). 'H NMR (300MHz CDCI3) 6: I.IQ-IAS (m, 4H), 7.01- 
6.32 (m, 6H), 5.89 (q, IH), 4.95 (m, 2H), 3.22-3.07 (m, 3H), 2.81-2.80 (m overlaps d, 4H), 2.03-1.84 
(m, 4H), 1.49 (br, 3H). LC-MS calculated for C2SH26CIF3N2O4S2 [M+] 575 Observed 272 (M^-303). 

10 EXAMPLE 440 

4-chloro-N-(2,5-difluoropheDyl)-N-[(lR)-l-(2-{4-[(etbylamino)suIfonyl]butyI}-4- 
fluorophenyl)ethyI]beiizenesulfonamide 

o 

Rf= 0.23 (3:1; hexanes:ethyl acetate). 'H NMR (300MHz CDCI3) 5: 7.70-7.42 9m, 4H), 7.01- 
15 6.29 (m, 6H), 5.88 (q, IH), 4.61 (t, IH), 3.31-3.07 (m, 5H), 2.86-2.72(m, IH), 2.03-1.78 (m. 4H), 1.48 
(br, 3H), 1.21(t, 3H). LC-MS calculated for C26H2gClF3N204S2 [M+] 589; Observed: 286 (M*-303). 

EXAMPLE 441 
4-cliloro-N-(2,5-difluorophenyI)-N-((lR)-l-{4-fluoro-2-[4-(4- 
thiomorpholinyIsulfonyl)butyl]phenyl}ethyl)benzenesuIfonainide 



20 




Rr= 0.41 (3:1; hexanes:ethyl acetate). 'H NMR (300MHz CDCI3) 5: 7.70-7.40(m, 4H), 7.01- 
6.28(m. 6H), 5.88 (q, IH), 3.65-3.60 (m, 4H), 3.17-3.05 (m, 3H0, 2.83-2.69 (m, 5H), 2.10-1.81 (m, 
4H), 1.50 (br d, 3H). LC-MS calculated for C28H30CIF3N2O4S3 [M+] 647.2; Observed: 647. 
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EXAMPLE 442 

4-chIoro-N-(2,5-difluorophenyl)-N-[(lR)-l-(2-{4-[(lJ-dioxido-4-thiomorphoUny0 

4-fluorophenyl)ethyl]beiizenesulfonamide 

o 

II 




5 Rf= 0.32 (2:1; hexanes:ethyl acetate). 'H NMR (300MHz CDCI3) 6: 7.70-7.38 (m, 4H). 6.90- 

6.31 (m, 6H), 6.00 (m, IH), 4.10-3.98 (tn, 4H), 3.41-2.92 (m, 8H), 2.22-1.93 (m, 4H), 1.58 (d, 3H). LC- 
MS calculated for CzgHjoClFjNzOsSj [M+] 679.2; Observed: 376 (M*-303). 

E XAMPLE 443 
4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(4-nuoro-2-{3- 
10 |(methylamino)sulfonyl]propyl}phenyl)ethyI)benzenesulfonamide 

Rr= 0.18 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.71-7.47 (m, 4H), 7.01- 
6.30 (m, 6H), 5.94-5.91 (br, IH), 4.73 (br, IH), 3.24-3.22 (m, 3H), 3.05-2.83 (m, 4H), 2.20 (br, 2H), 
1 .45 (s, 3H). LC-MS calculated for C24H24CIF3N2O4S2 [M+] 561 ; Observed: 258 (lvr-303). 

15 EXAMPLE 444 

4-chloro-N-(2,5-difluorophenyI)-N-[(lR)-l-(2-{3-[(ethylamiiio)sulfonyl|propyl}-4- 

fluorophenyl)etliyl]beiizenesalfoiiainide 




Rf = 0.30 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.72-7.60 (m, 2H), 7.49- 
20 7.42 (m, 2H), 7.05-6.30 (m, 6H), 5.95-5.88 (q, IH), 4.79-4.75 (t, IH), 3.25-3.17 (m, 5H), 3.00-2.92 (m, 
IH), 2.24-2.14 (m, 2H), 1.48-1.46 (m, 3H), 1.25-1.18 (m, 3H). LC-MS calculated for 
C25H26CIF3N2O4S2 [M+] 575; Observed: 272 (M'-303). 
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KX AMP LE 445 

4-chIoro-N-<2,5-difluorophenyl)-N-[(lR)-l-(2-{3-[(dimethylamino)sulfonyl]propyl}^^ 

flnorophenyl)cthyl]benzenesulfonamide 

5 Rr= 0.26 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDClj) S(ppm): 7.68-7.47 (m, 4H), 

7.08-6.30 (m, 6H), 5.89 (br, IH), 3.14-2.88 (m, lOH), 2.22 (m, 2H) 1.48-1.46 (br, 3H). LC-MS 
calculated for C25H2«C1F3N204S2 [M+] 575; Observed: 575. 

EXAMPLE 446 

4-chloro-N-[(lR)-l-(2-{3-l(dlethylamino)sulfonyllpropyl}-4-fluorophenyl)ethyl]-N-(2,5- 
1 0 difluorophenyl)benzenesulfonaimde 




Rf= 0.35 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) S(ppm): 7.69-7.44 (m, 4H), 
7.03-6.31 (m, 6H), 5.88-5.86 (q, IH), 3.37-3.09 (m, 8H), 2.20-2.15 (m, 2H), 1.49-1.47 (m, 3H), 1.25- 
1.19 (m, 6H). LC-MS calculated for C27H30CIF3N2O4S2 [M+] 603; Observed: 603. 

IS EXA MPLE 447 

4-chloro-N-(2,5-dichlorophenyl)-N-[(lR)-l-(4-fluoro-2-{4- 
[(inethylamino)sulfonyl]butyl}phenyl)ethyI]beiizenesulfonamide 




Rf = 0.27 (2:1 hexanes:efl»yl acetate) 'H NMR (300MH2 CDCI3) <5(ppm): 7.71 (d, 2H), 7.50- 
20 7.47 (d, 2H), 7.36-7.15 (m, 2H), 6.91-6.72 (m, 2H), 6.56-6.37 (m, 2H), 5.92-5.77 (m, IH), 4.60-4.48 
(m, IH), 3.24-3.12 (m, 3H), 2.84-2.69 (m, 4H), 2.06-1.74 (m, 4H), 1.44-1.37 (m, 3H). LC-MS cacld 
for C25H26CI3FN2O4S2 [MH+] 608; Observed: 608. 
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EXAMPI.E 448 

4-cbloro-N-(5-chloro-2-fluorophenyl)-N- [(1 R)- 1 -(4-fluoro-2-{4- 
|(incthylaniino)sulfonyl] butyl} phenyl)ethyl] benzenesnlfonamide 



o 




5 Rf= 0.22 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDClj) Sippm): 7.68-7.58 (m, 2H). 

7.49-7.41 (m, 2H), 7.25-6.51 (m, 6H), 5.91-5.89 (m. IH), 4.50-4.48 (br, IH), 3.21-3.01 (m, 3H), 2.84- 
2.82 (m. 4H), 2.01-1.83 (m, 4H), 1.49-1.47 (br, 3H). LC-MS calculated for C2jH26Cl2F2N204S2 [M+] 
591; Observed: 288 (M*-303). 



10 EXAMPLE 449 

4-chloro-N-phenyl-N-[2-(3-sulfanylpropoxy)benzyl]benzcnesuIfonamide 



a; 



Numerous compounds according to the invention can be prepared employing the general 
1 5 scheme set forth in SCHEME 449. 
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To a stirred solution of N-2-(3-bromopropyloxy)benzyl 4-chlorobenzenesulfanilide (200 mg, 
0.4 mmol)in DMF (5 mL) was added the potasium salt of thio acetic acid (92 mg, 0.81 mmol). The 
reaction mixture was then warmed to 60 After 3 h, the reaction mixture was cooled to room 
temperature, diluted with ethyl acetate(25 mL), washed with saturated bicarbonate solution (3x 10 mL) 
and saturated brine (2x 10 mL), dried with MgS04, filtered and concentrated under reduced pressure to 
isolate a colorless oil which was purified by Si02 chromatography (7:1, hexanesiethyl acetate) to 
afforded the desired product (130 mg, y: 63%). Rf = 0.25 (20% ethyl acetate/hexanes) NMR (300 
MHz, CDCI3) S(ppm): 7.60-7.56 (m, 2H), 7.46-7.42 (m, 2H), 7.36 (dd, IH), 7.23-7.7.12 (dd, 2H), 6.85 
(t, IH), 6.70 (d, IH), 4.82 (s, 2H), 3.85 (t, 2H), 2.95 (t, 2H), 2.33 (s, 3H), L92 (q, 2H), ^'C NMR (75 
MHz,CDCl3) Sippm): 196.0, 156.7, 139.6, 139.4, 137.5, 130.7, 129.5, 129.3, 129.3, 128.3, 124.5, 
121.0, 111.3, 66.4, 49.8, 31.1, 29.6, 26.2. 

A stirred solution of thio acetate analog prepared above (100 mg, 0.2 mmol) at in ethanol 
(5 mL) was vigorously degassed for 0.5 h, then a solution of degassed 1.0 N NaOH (0.4 mL, 0.4 
mmol) was added. The reaction mixture was allowed stir at 0 for Ih, warmed to room temperature 
and stirred at room temperature for Ih, then diluted with degassed ethyl acetate (20 mL), washed with 
saturated bicarbonate solution (3x 10 mL), 10% aqueous HCl (3x 10 mL), dried with MgS04, filtered 
and concentrated under reduced pressure to isolate a white solid. The crude material was purified by 
chromatography on Si02 (4:1 hexanes:ethyl acetate) to give 40 mg of product (y: 44%). Rf = 0.25 (20% 
ethyl acetate/hexanes) *H NMR (300 MHz, CDCI3) 5 (ppm): 7.58-7.56 (m, 2H), 7.47-7.54 (m, 2H), 
7.34-7.14 (m, 5H), 6.99 (m, 2H), 6.87-6.73 (dt, 2H), 4.78 (s, 2H), 3.92 (t, 2H), 2.63 (q, 2H), 1.96 (q, 
2H), 1.35 (t, IH). NMR (75 MHz, CDCI3) 5 (ppm): 159.1, 141.9, 141.8, 139.9, 133.1, 131.8, 131.8, 
13L7, 131.6, 130.6, 126,7, 123.2, 113.7, 68.2, 52.2, 35.8, 24.0. 

Using the preparative scheme outlined above, the compounds of Examples 450-464 were 
prepared. 



N-(2,5-dinuorophenyl)-4-(phenylsulfanyl)-N-{2-[3- 
(phenylsulfanyl)propoxy]benzyl}beiizenesulfonamide 
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Rf= 0.54 (4:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.63 (d, 2H). 7.54- 
7.50 (m, 5H), 7.33-7.26 (m, 6H), 7.18 (t, 5H), 6.97 (m, IH). 6.87-6.79 (m, 2H). 4.70 (s, 2H), 3.94 (t, 
2H), 3.08 (t. 2H). 1.90-1.86 (m, 2H). 

EXAMPLE 451 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(phenylsuIfanyl)propoxy]beiizyI}beiizenesuIfonamide 



Rr= 0.45 (6:1 hexanes:ethyl acetate). 'H NMR (300 MHz, DMSO) S(ppm): 7.72 (q, 4H), 7.34- 
7.18 (m, 8H), 7.00-6.98 (m, 2H), 6.89-6.80 (m, 2H), 4.73 (s, 2H). 3.95 (t, 2H), 3.09 (t, 2H), 1.91-1.87 
(m,2H). 

EXAMPLE 452 

4-cliloro-N-(2,5-difluorophenyI)-N-{2-(3-(phenylsulfonyl)propoxy]benzyl}beiizenesulfonainide 

Rr= 0.40 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDClj) <5(ppm): 7.96 (d, 2H), 7.68- 
7.54 (m, 5H), 7.47 (d, 2H), 7.19-7.10 (m, 2H), 6.93-6.68 (m, 5H). 4.77 (s, 2H), 3.97 (t, 2H), 3.38 (t, 
2H), 2.24-2.15 (m, 2H). 

EXAMPLE 453 

4-chloro-N-{2-(3-(cyclohexylsulfanyl)propoxy]benzyl}-N-(2,5-difluorophenyI)benzenesulfonainide 

Rf= 0.26 (5% methanol! in DCM), 'H NMR (300 MHz, CDCI3) S(ppm): 7.66 (d, 2H), 7.47 (m, 
2H), 7.28-7.15 (m, IH), 7.00 (d, IH), 6.90 (m, 2H), 6.75 (m, 3H), 4.81 (s, 2H), 3.92 (m, 2H), 2.66 (m, 
3H), 1 .94 (m, 4H). 1 .75 (m. 2H). 1 .60 (m, 2H). 1 .28 (m, 4H). 
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KXAMPI.E4S4 

4-chloro*N-{2*[3-(cyclohexylsttlfonyl)propoxy]beiizyI}-N-(2,5-difluorophenyl)benzenesulfo 

Rf= 0.29 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm) : 7.65 (d, 2H), 7.48 
(d, 2H). 7.18 (t, IH), 7.80 (d, 2H), 6.90 (m, 2H), 6.76 (m, 3H), 4.78 (s, 2H), 4.10 (t, 2H), 3.29 (t, 2H), 
2.94 (m, IH), 2.35 (m, 2H), 2.22 (d, 2H), 1.90 (m. 2H). 1.72-1.19 (m, 6H). MS calculated for 
C28H30CIF2NO5S2. [MNa*] 620; Observed: 620. 

EXAMPLE 4SS 

4-chloro-N-{2-[3-(cyclohexylsulflnyl)propoxy]benzyI}-N-(2,5-difluorophenyi)benzenesulfonamide 

Rf= 0.32 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) SQppm): 7.64 (d, 2H), 7.47 
(d, 2H), 7.19 (t, IH), 7.08 (d, 2H), 6.92-6.87 (m, 2H), 6.80-6.76 (m, 3H), 4.79 (s, 2H), 4.16-3.98 (m, 
2H), 3.12-3.03 (m, IH), 2.87-2.78 (m, IH), 2.67-2.60 (m, IH), 2.34 (m, 2H), 2.14 (d, IH), 1.95-1.69 
(m, 3H), 1.57-1.24 (m, 6H). MS calculated for C28H30CIF2NO4S2, [MH ] 5 82; Observed: 582. 

EXAMPLE 456 

N-(4-bromophenyI)-4-chloro-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesulfonaiiiidc 

hydrochloride 

Rf= 0.44 (6:1 hexanestethyl acetate), 'H NMR (300 MHz, CDCI3) Sippm): 7.67-7.64 (m, 2H), 
7.48-7.44 (m, 2H), 7.35-7.32 (m, 2H), 7.31-7.15 (m, 3H), 6.91-6.70 (m, 8H), 4.77 (m, 2H), 3.94-3.86 
(m, 2H), 3.77 (m, 3H), 2.97-2.92 (m, 2H), 1.97-1.88 (m, 2H). MS calculated for C29H26CIF2NO4S2, 
[MNa*] 612; Observed: 612. 
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RXA\fFLE457 
4-chloro-N-(2,5-diOuorophenyI)-N-(2-{3-((4- 
methox3rphenyl)sulfonyl]propoxy}beiizyI)beiizenesalfonaiiude 

9. 



Rf= 0.42 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) J(ppm): 7.87 (d, 2H), 7.63 
(d, 2H), 7.47 (d, 2H), 7.26-7.11 (m, 2H), 7.00 (d, 2H), 6.91-6.75 (m, 4H), 6.69 (d, IH). 4.74 (s, 2H), 
3.96 (t, 2H), 3.86 (s, 3H), 3.36-3.31 (m, 2H), 2.22-2.13 (m, 2H). MS calculated for CigHzsClFzNOeSz. 
[MNa^ 644; Observed: 644. 

EXAMPLE 458 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-|(4- 
methoxyphenyl)sulfinyl]propoxy}benzyl)benzenesuIfonamide 

Rr= 0.23 (1:1 hexanes:etfiyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.66-7.54 (m, 4H), 
7.49 (d, 2H), 7.20-7.11 (m, 2H), 7.03 (d, 2H), 6.94-6.76 (m. 4H), 6.71 (d, IH). 4.76 (s, 2H), 4.05-3.84 
(m, 5H), 3.15-2.90 (m, 2H), 2.26-2.00 (m. 2H). ). MS calculated for CjsHjeClFiNOsSj, [MNa*] 628; 
Observed: 628. 

EXAMPLE 459 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
nitroplienyl)sulfonyl]propoxy}benzyl)benzenesalfonamide 

Rf= 0.56 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm) :8.40 (d, 2H), 8.25 
(d, 2H), 7.59 (d, 2H), 7.48 (d, 2H), 7.19-7.14 (t, IH), 6.89-6.82 (m. 3H), 6.75-6.64 (m. 3H), 4.73 (s, 
2H), 4.1 (t, 2H), 3.65 (m, 2H), 2.38-2.33 (m, 2H). 
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EXAMPI.K4fiO 
4-chloro-N-(23-difluorophenyI)-N-(2-{3-l(4- 
nitrophenyl)sulfanyl]propoxy}beiizyl)beiizenesulfonainide 




Rf= 0.40 (6:1 hexanesxthyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 8.12-8.09 (m, 2H), 
7.67-7.63 (m. 2H), 7.49-7.45 (m, 2H), 7.41-7.37 (m, 2H). 7.22-7.16 (m, IH), 7.12-7.09 (m, IH), 6.91- 
6.74 (m, 5H), 4.82 (s, 2H), 4.05 (t, 2H), 3.32 (t, 2H), 2.19 (m, 2H). 



Rr= 0.53 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 8.36 (d, 2H), 7.93 
(d, 2H), 7.64 (d, 2H), 7.50 (d, 2H), 7.17 (m, IH), 6.91-6.80 (m, 3H), 6.74-6.65 (m, 3H), 4.76 (s, 2H), 
4.19-4.02 (m, 2H), .356-3.47 (m, IH), 3.23-3.14 (m, IH). 2.47-2.41 (m, IHO, 2.17-2.13 (m. IH). 

EXAMPLE 462 

4-chloro-N-{2-(2-(cyclohexylsulfinyl)ethoxylbenzyl}-N-(2,5-difluorophenyi)beiizenesulfonatiiide 



Rf= 0.35 (1:2 hexanesiethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.65 (d, 2H), 7.47 
(d, 2H), 7.22-7.1 1 (m, 2H), 6.94-6.80 (m, 5H), 4.84 (d, IH), 4.70 (d, IH), 4.47-4.27 (m, 2H), 3.19-3.10 
(m. IH). 2.94 (dt, IH), 2.65 (tt, IH). 2.14 (d, IH), 2.04-1.88 (m. 3H), 1.73 (m, IH), 1.59-1.25 (m, 4H). 



EXAMPLE 461 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
nitrophenyl)sulfinyl]propoxy}bciizyl)benzenesulfonaiiiide 
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EXAMPLE 463 

4-chloro-N-{2-(2-(cycIohexylsulfonyI)etboxy]benzyl}-N-(2,5-difluoropheDyl)beiizenesulfonainide 



Rf= 0.30 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDClj) <5(ppm): 7.65 (d, 2H), 7.47 
(d, 2H). 7.26-7.18 (m. 2H), 6.97-6.81 (m. 5H), 4.78 (s, 2H), 4.35 (t. 2H), 3.38 (t, 2H), 2.92 (tr. IH), 
2.20 (d, 2H), 2.05 (m, 2H), 1.74-1.55 (m, 3H). 1.334-1.20 (m, 3H). 

EXAMPLE 464 

4-chloro-N-{2-[2-(cyclohexylsulfanyl)ethoxy]bcnzyI}-N-(2,5-difluorophenyl)beiizenesulfonamidc 

..jO 



" r 



a; 

Rf= 0.30 (15: 1 hexanes:ethyl acetate), NMR (300 MHz, CDCI3) Sippm): 7.67 (d, 2H), 7.56 
(d, 2H), 7.34 (d, IH), 7.19 (t, IH), 6.95-6.86 (m, 4H), 6.72 (d, IH), 4.79 (s, 2H), 3.93 (t, 2H), 2.74 (t, 
2H), 2.67 (m, IH), 1.95 (br, 2H), 1.77 (br, 2H), 1.63-1.27 (m, 6H). 

4-chloro-N-(2,5-difluorophenyi)-N-((lR)-l-{2*|(ethyl$uIfonyl)methyl]-4- 
fluorophenyI}ethyI)beiizenesuIfoDamide 



o 

o=s 



o 

Rf = 0.4 (3:l;hexanes:cthyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.75-7.65 (m,2H), 7.55-7.44 
(m, 2H), 7.17-6.24 (m, 6H), 6.08 (q, IH), 5.56 (overlapping doublets, IH), 4.17 (overlapping 
doubletes, IH), 3.30-3.20 9m, 2H), 1.61-1.55 (m, 3H), 1.34 (d, 3H). LC-MS calculated for 
C23H2,C1F3N04S2 [M+] 532; Observed: 229 (M*-303). 
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EXAMPLE 466 

methyl 3-{|2-((lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-dinuoroanilino}ethyl)-5- 
fluorobeiizyl]sulfonyI}propanoate 

o 

Rf= 0.50 (2:l;hexanes:ethyl acetate). 'H NMR (CDCl,) 6 (ppm): 7.81-7.67 (m, 2H), 7.57-7.47 
(m, 2H), 7.17-6.27 (m, 6H), 6.15-6.03 (m, IH), 5.62-5.58 (overlapping doublets, IH), 4.26-4.22 
(overlapping doublets, IH), 3.80 (s, 3H), 3.72-3.51 (m, 2H), 3.12-3.05 (m, 2H). 1.39-1.25 (br, 3H). LC- 
MS cacld for C25H23CIF3NO6S2: 590. Observed : 608 (M^ + H2O ). 

KXAMPI.E467 

3-{I2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}etbyl)-5- 
fluorobeiizyl)sulfonyl}propanoic acid 

o 

Rr= 0.55 (6:l;DCM:methanoll). 'H NMR (CD3OD) 5 (ppm):7.83-7.54 (m, 4H), 7.21- 6.32 (m, 
6H), 6.10-6.07 (m, IH), 5.49-5.44 (m, IH), 4.64-4.53 (m, IH), 3.64-3.51 (m. 2H), 3.05-2.93 (m, 2H), 
1.38 (d, 3H). LC-MS cacld for C24H2iClFjN06S2: 576. Observed : 576 (M* ). 

RXAMPT.E468 

methyl (2R)-2-[(tert-butoxycarbonyI)aiiiinol-3-{I2-((lR)-l-{[(4-ciilorophenyl)sulfonyll-2,5- 
diflaoroanilino}ethyI)-5-fluorobeiizyl]sulfanyl}propanoate 




Rf= 0.47 (3:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 7.74-7.63(m, 2H), 7.49-7.39 
(m, 2H). 7.05-6.41(m. 6H), 6.05 (br, IH), 5.53 (br, IH), 4.68-4.62 (m, IH), 4.47-4.38 (m, IH), 3.81- 
3.76 9m, 4H0, 3.07-2.97 (m, 2H), 1.48-1.37 (br overlaps s, 12H). LC-MS cacld for C30H32CIF3N2O6S2: 
673. Observed : 573 (M* - Boc). 
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methyl (2R)-2-|(teit-butoxycarbonyl)amino]-3*{ [2-((lR)-l-{ [(4-chlorophenyl)sulfonyI]-2,5- 
diflaoroaiiiUno}ethyl)-5*fluorobenzyl]sulfonyl}propanoate 

o 

o 

o """^ 



Rr= 0.25 (3:l;hexanes:ethyl acetate). 'H NMR (CDClj) 5 (ppm): 7.80—7.69 (m, 2H), 7.58- 
7.47 (m,2H), 7.16-7.01 (m, 2H), 6.89-6.62 (m, 3H), 6.31-5.91 (m, 2H), 5.61 (br, IH), 4.91 (br, IH), 
4.31-4.21 (m, IH), 3.92-3.84 (m overlaps s, 5H), 1.50 (s, 9H), 1.36-1.34 (br, 3H). LC-MS cacld for 
C30H32CIF3N2O8S2: 705. Observed : 605 (M* - Boc). 

EXAMPI.E 470 

methyl 2-ainino-3-{[2-((lR)-l-{[(4-chIorophenyl)suIfonyl]-2,5-difluoroaniIino}ethyl)-5- 
fluorobeiizyl]sttlfonyl}propanoate hydrochloride 

o-s-V^OH 



Rf= 0.50 (2:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 7.76-7.64 (m, 2H), 7.53-7.43 
(m, 2H), 7.24-7.16 (m, IH), 7.05-6.33 (m, 5H), 6.13 (br, IH), 5.57 9d, IH). 4.82-4.68 (m, 2H), 3.84-3.0 
(br overlaps s, 7H), 137-1.35 (br, 3H).. LC-MS cacld for C25H24CIF3N2O6S2: 604. Observed : 605 
(MSt). 

EXAMPT.F 471 

methyl (2S)-2-[(tert-butoxycarbonyl)amino]-3-{[2-((lR)-l-{[(4-chIorophenyl)suIfonyi]-2,5- 
diflaoroaniUno}ethyl)-5-fluorobenzyl]sulfonyl}propanoate 



Rf= 0.25 (2:l;hexanes:ethyl acetate). 'H NMR (CDCl,) S(ppm): 7.76-7.63 (m, 2H), 7.53-7.41 
(m, 2H), 7.71-7.00 (m, 3H), 6.87-6.32 (m, 3H), 6.11-5.81 (m, 2H), 5.63 (m, IH), 4.81 (br, IH), 4.59- 
4.23 (m, IH), 3.94-3.88 (m. 2H). 3.85 (s, 3H), 1.48 (s. 9H). 1.37-1.35 (br. 3H). LC-MS cacld for 
C30HJ2CIF3N2O8S2: 705. Observed : 605 (M* - Boc). 
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EXAMPLE 47? 

4.chloro-N-(2,5-dinuoropbenyI)-N-((lR)-l-{2-[2-(ethylsulfonyl)ethylI-4- 
fluorophenyI}ethyl)benzenesulfonamide 

Rf= 0.28(3 :l;hexanes:ethyl acetate). 'H NMR (CDClj) S(ppm): 7.68-7.58 (m, 2H), 7.49-7.48 
(m, 2H), 7.05-6.41 (m. 6H), 5.89 (q, IH), 3.54-3.20(m, 6H), 1.50-1.41 (m, 6H). ). LC-MS calculated 
for C24H23CIF3NO4S2 546; Observed: 242 (1^-303). 

EXAMPLE 473 

methyl 3-({2-[2-((lR)-l-{i(4-chlorophenyl)sulfonyl]-2,5-difluoroan!lino}ethyl)-5- 
fluorophenyl] ethyl} sulfanyl)propanoate 

Rf= 0.33 (6:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.67-7.54 (m, 2H), 7.44-7.35 
(m. 2H), 7.00-6.28 (m, 6H), 5.93-5.81 (m,lH), 3.68 (s, 3H), 3.40-3.28 9m, IH), 2.99-2.65 (m. 7H), 1.53 
(br 3H). LC-MS cacld for C2«H25C1F3N04S2: 572. Observed : 269 (M*- 303). 

EXAMPLE 474 

methyl 3-({2-(2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2,S-dinuoroaiiUino}ethyl)-5- 
fluorophenyl]ethyl}sulfonyl)propanoate 

Rr= 0.50 (2:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.72-7.59 (m. 2H), 7.50-7.40 
9m, 2H), 7.08-6.42 (m, 6H), 5.97-5.83 (m, IH), 3.72 (s, 3H), 3.57-3.34 (m, 6H), 2.98(t, 3H), 1.50-1.38 
(br, 3H). LC-MS cacld for C26H25CIF3NO6S2: 640. Observed : 621 (M*+ H2O ). 
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EXAMPLE 475 

3-({2-[2-((lR)-l-{[(4-chIoropbenyl)sulfonyl]-2,5-difluoroaniUno}etbyI)-5- 
fluorophenyl]ethyl}sulfonyl)propanoic acid 




Rf= 0.48 (10:l:DCM:methanoll). 'H NMR (CDjOD) S(ppm): 7.89-7.63 (m. 2H), 7.58-7.5 l(m, 
2H), 7.21-7.00 (m, 3H), 6.89-6.45 (m, 3H). 5.95-5.90(m, IH), 3.60-3.50 (m, 4H), 3.23-3.22 (m, 2H), 
2.91-2.83 (m, 2H), 1.55-1.42 (br, 3H). LC-MS cacld for CzjHmCIFjNOsSj: 589. Observed : 589 (IWT ). 

EXAMPLE 476 

metbyl ({2-[2-((lR)-l-{[(4-chIorophenyl)suIfonyl]-2,5-dinuoroanUino}ethyI)-5- 
fluorophenyl]ethyl}sulfinyl)acetatc 

o o 




Rr= 0.45 (l:l;hexanes:ethyl acetate). 'H NMR (CDCU) 6 (ppm): 7.75-7.58 (m,2H), 7.50-7.40 
(m, 2H), 7.08-6.88 (m, 3H), 6.88-6.42 (m, 3H), 5.92-5.87 (m,lH), 3.98-3.79 (m overlaps s, 5H), 3.59- 
3.21 (m, 4H), 1.49-1.44 (m, 3H). LC-MS cacld for C25H23CIF3NO5S2: 574. Observed : 271 (M^-303 ). 

EXAMPLE 477 

methyl ({2-(2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)-5- 
fluorophenyl]ethyl}sulfanyl)acetate 



o 




Rf= 0.40 (6:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 8 (ppm): 7.71-7.58 (m, 2H), 7.48-7.39 
(m, 2H), 7.01-6.33 (m, 6H), 5.90 (q, IH), 3.78 (s, 3H), 3.47-3.45 (m, 3H), 3.00-2.91 (m, 3H), 1.55-1.47 
(br, 3H). LC-MS cacld for C2SH23CIF3NO4S2: 558. Observed : 255 (M*- 303). 
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EXAMPLE 47« 

methyl ({2-(2-((lRH-{((4-chlorophenyl)sulfonyl]-2»5-difluoroanUino}etliyl)-5- 
fluorophenyl]ethyl}sulfonyl)acetate 

o o 



Rf= 0.45 (2:l;hexanes:ethyl acetate). 'H NMR (CDClj) 5 (ppm): 7.71-7.61 (m, 2H), 7.51-7.39 
(m, 2H), 7.07-6.37 (m, 6H). 5.95-5.89(m, IH), 4.39-4.34 (m, IH), 4.15-4.10 (m, IH), 3.87 (s, 3H), 
3.75-3.61 (m, 3H). 3.41-3.31 (m, IH). 1.51-1.41 (br, 3H). LC-MS cacld for CzsHjjClFjNOfiSz: 590. 
Observed : 287 (M*- 303 ). 

EXAMPLE 479 

methyl ({2-{2-((lR)-l-{((4-chlorophenyl)sulfonyl|-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]ethyl}sulfonyl)acetate 




Rf= 0.30 (10:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.71-7.57 (m, 2H). 7.44-7.37 
(m, 2H), 7.00-6.31 (m, 6H), 5.88 (q, IH), 3.21-3.09 (m, IH), 2.83-2.73 (m, IH), 2.62 (m, 2H), 2.16 (s. 
3H), 1.99-1.89 (m, 2H), 1.54 (br, 3H). ). LC-MS calculated for C24H23CIF3NO2S2 [M+] 514; Observed: 
211 (M^.303). 

E XAM FX.E 48 0 

N-(2,5-dinuorophenyI)-N-((lR)-l-{4-fluoro-2-[3-(metliylsulfanyl)propyllphenyl}ethyl)-4- 

(inetliylsulfanyI)beiizenesulfonainide 



Rf= 0.39 (5:l;hexanes:ethyl acetate). 'H NMR (CDCl ) S(ppm): 7.64-7.50-(m, 2H), 7.23-7.15 
(m, 2H), 7.00-6.84 (m, 3H), 6.69-6.33 (m, 3H), 5.88-5.79 (m, IH), 2.21-3.10(m, IH), 2.78-2.72 (m, 
IHO, 2.61 9t, 2H), 2.49 9s, 3H0, 2.14 (s, 3H), 1.98-1.90 (m, 2H), 1.54-1.50 (br, 3H). ). LC-MS 
calculated for C25H26F3NO2S3 [M+] 525; Observed: 548 (M+Na). 
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EXAMPLE 481 
4-chloro-N-(2,5MlifluorophenyI)-N-((lR)-l-{4-fluoro-2-|3- 
(methylsulfonyl)propyl]phenyl}ethyl)benzenesulfonaniide 




R(= 0.19 (2:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.73-7.59 (m, 2H), 7.51-7.41 
(m, 2H), 7.05-6.30-(m, 6H), 5.91 (q, IH), 3.24-3.03 (m, 4H), 2.98 (s, 3H), 2.27-2.23 (m, 2H). 1.45 (d, 
3H). LC-MS calculated for C24H23CIF3NO4S2 [M+] 546; Observed: 243 (M*-303). 

EXAMPLE 482 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l'{2-[3-(ethylsuifanyl)propyI]-4- 
fluorophenyl}ethyl)benzenesulfonaiiude 




Rf= 0.31(10:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 7.68-7.54 (m, 2H), 7.44-7.38 
(m, 2H), 7.00-6.28 (m, 6H), 5.87 (q, IH), 3.22-3.08 (m, IH), 2.82-2.53 (m, 5H), 1.98-1.86 (m, 2H), 
1.55 (br, 3H), 1.30 (t, 3H). LC-MS calculated for CzsHjsClFjNOzSz [M+] 528; Observed: 225 (M*- 
303). 

EXAMPLE 483 

4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[3-(ethyisulfonyl)propyl]-4- 
fluoroplienyl}ethyI)beiizenesulfonamide 




Rf= 0.45(2: l;hexanes:ethyl acetate). 'H NMR (CDCI3) S(ppm): 7.71-7.60 (m, 2H), 7.52-7.40 
(m, 2H), 7.01-6.31(m, 6H). 5.90 (q, IH). 3.22-2.87 (m, 6H), 2.33-2.19 (m, 2H). 1.45-1.40 (m, 6H). LC- 
MS calculated for C25H2SCIF3NO4S2 [M+] 560; Observed: 257 (M*-303). 



BNSDOCID: <WO_00S0391A1J_> 



wo 00/50391 



m 



PCT/US00/04S60 



EXAMPLE 484 

N-(2^diflaoropbenyI)-4-(ethylsulfanyl)-N-((lR)-l-{2-[3-(ethylsulfanyl)propyl]-4- 
fluorophenyl}etbyI)benzenesulfonainide 




Rr= 0.49 (5:l;hexanes:ethyl acetate). 'H NMR (CDClj) 5 (ppm) : 7.68-7.50 (m, 2H), 7.29- 
7.21(m, 2H0, 7.04-6.33 (m. 6H), 5.88-5.76 (m, IH). 3.21-3.11 9m, IHO, 2.98 9q, 2H0, 2.83-2.71 (m, 
IH), 2.68-2.56 (m overlaps q, 4H), 1.95-1.93 9m, 2H), 1.52-1.49 (br, 3H0, 1.33 (t, 3H), 1.27 (t, 3H). 
LC-MS cacld for C27H30F3NO2S3: 553. Observed : 576 (M*+Na ). 

EXAMPLE 485 

methyl (2R)-2-I(tert-butoxycarbonyl)ainino]-3-({3-(2-((lR)-l-{((4-chlorophenyi)sulfoiiyl]-2,S- 
difluoroanilino}ethyl)-5-fluorophenyl]propyl}sulfanyl)propanoate 



Rr= 0.50 (3:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 8 (ppm): 7.71-7.58 (m, 2H), 7.45-7.40 
(m, 2H), 7.00-6.45 (m, 6H), 5.87 (q, IH), 4.45-5.40 (br, IH), 4.61 (br, IH), 3.78, 3.76 (s, rotomers, 
3H), 3.30-3.00 (m, 3H), 2.81-2.65 (m, 3H), 1.94-1.88 (m, 2H), 1.52-1.38 (br overlaps s, 12H). LC-MS 
cacld for C32H36CIF3N2O6S2: 701. Observed : 398 (M*.303 ). 

EXAMPLE 486 

methyl (2R)-2-((tert-butoxycarbonyl)amino]-3-({3-|2-((lR)-l-{((4-chlorophenyl)sulfonyIJ-2,5- 
difluoroanilino}etbyl)-5-fluorophenyl]propyl}sulfonyl)propanoate 



Rf = 0.38 (2:1; hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.71-7.61 (m,2H), 7.50-7.41 
(m, 2H), 7.1 1-6.49 (m, 6H), 5.89 (q, IH), 5.71 (br, IH), 3.81, 3.79 (s, rotomers, 3H), 3.74-3.70 (m,2H), 
3.24-3.20 9m, 3H), 2,91 (br, IH), 2.28-2.17 (m, 2H0. 1.45-1.45 (br overlaps s, 12H). LC-MS cacld for 
C32H36C1F3N208S2: 733. Observed : 633 (M*-Boc ). 



o 
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EXAMPLE 487 

methyl (2R)-2-aiiiino-3-({3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanUino}ethyI)-5- 
fluorophenyl] propyl}suIfonyQpropanoate hydrochloride 

Rf = 0.43 (2:1; hexanesrethyl acetate). 'H NMR (CDjOD) 6 (ppm): 7.81-7.51 (m, 4H), 7.70- 
6.85 (m, 4H), 6.66-6.45 (m, 2H), 5.94-5.89 (m. IH). 4.2 9br, IH), 3.76-2.92 (s overalaps m, 9H), 2.21- 
2.1 1 (m, 2H), 1.51-1.46 (br, 3H). LC-MS cacld for C27H26CIF3N2O6S2: 632. Observed : 633 (MH* ). 

EXAMPLE 488 
4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-(4- 
(niethylsulfanyl)butyI]phenyl}ethyl)benzenesuIfonaiiiide 

Rr= 0.33 (9:l;hexanes:ethyl acetate). 'H NMR (CDCI3) S(ppm): 7.67-7.57 (m, 2H), 7.43-7.37 
(m, 2H), 7.02-6.312 (m, 6H), 5.86 (q, IH), 3.1 (br, IH), 2.70-2.59 (m, 3H), 2.14 (s, 3H), 1.77-1.75 (m, 
4H), 1.55-1.53 (br. 3H). LC-MS cacld for C2SH25CIF3NO2S2 : 528. Observed : 225 (M* - 303 ). 

EXAMPLE 489 
4-chloro-N-(2,S-diflaorophenyI)-N-((lR)-l-{4-fluoro-2-[4- 
(methylsulfonyl)butyl]phenyl}ethyl)beiizenesulfoDamide 




o 



o 



Rf= 0.52 (l:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.70-7.62 (m, 2H), 7.49-7.38 
(m, 2H). 7.02-6.24 (tn, 6H), 5.88 (q, IH), 3.30-3.07 (m, 3H), 2.96 (s, 3H), 2.88-2.70 (m, IH), 2.10-1.86 
(m, 4H), 1.52 (d, 3H). LC-MS cacld for C2$H25C1F3N04S2 : 560. Observed : 578 (M* + H2O). 

EXAMPLE 490 

4-chloro-N-(2,5-dinuorophenyl)-N-((lR)-l-{2-I4-(etbylsulfanyI)batyl]-4- 
fluorophenyI}ethyl)beiizenesulfonamide 
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Rr= 0.33 (9:l;hexanes:ethyl acetate). 'H NMR (CDClj) 5 (ppm):7.68-7.58 (m, 2H), 7.45-7.38 
(m. 2H). 6.99-6.31 (m, 6H), 5.85 (q, IH), 3.1 (br, IH), 2,70-2,61 (m, 3H), 2.57 (q, 2H), 1.78-1.73 (m, 
2H), 1.53 (br, 3H), 1.28 (t, 3H). LC-MS cacld for C26H27CIF3NO2S2 : 542. Observed : 239 (M* - 303 ). 

EXAMPLE 491 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[4-(ethylsulfonyl)butyl]-4- 
fluoroplienyl}ethyl)beiizenesulfonainlde 




Rf= 0.14 (3:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 7.71-7.63 (m, 2H), 7.48-7.36 
(m. 2H), 7.02-6.31 (m, 6H), 5.87 (q, IH), 3.31-3.22 (m, 3H). 3.06 (q, 2H), 2.17-1.67 (m, 4H). 1.48 (d, 
3H), 1.41 (t, 3H). LC-MS cacld for C26H27CIF3NO4S2 : 574. Observed : 592 (M* + H2O). 

EXAMPLE 492 

Numerous compounds according to the invention can be prepared employing the general 
scheme set forth in SCHEME 492. 
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In an oven-dried two necked 100 mL round bottom flask under a vigorous stream of Ar was 
placed a solution of (/?)- Oxazaborolidine in toluene (5.5 mL 1.27 M, 7 mmol, Strem) . To this solution 
was slowly added BHs.MeaS solution (8.3 mL, 83 mmol, 10.0 M, Aldrich). The reaction mixture was 
then cooled to -20**C and neat ketone (30.0 g, 138 mmol, Marshalton) was added through a syringe 
5 pump over a period of 4-5 h while keeping the bath temperature at -20'*C. After the addition was 
complete the reaction mixture was allowed to stir at ~20**C until the reaction was complete by GC 
(about 2 h). The reaction mixture was then carefully quenched by adding to pre-cooled methanol 
(-20*'C,) and stirred for 1 h. The reaction mixture was then concentrated under reduced pressure and the 
crude product was purified by filtration through silica gel by eluting with 10: 1-6: 1 hexanes:ethyl acetate 
10 to separate the product from the catalyst. Isolated quantitative yield of the product. Rf (10:1 
hexanesiethyl acetate) 0.32. NMR (CDCI3) 5 7.60-7.57 (dd, IH), 7.27-7.31 (m, 2H). 7.10-7.00 (m. 
IH), 5.30-5.17 (dq, IH), 1.99 (s, IH), 1.49 (d, 3H). 

Ethyl vinylacetate (27.98 g, 218.3 mmol) was dissolved in 100 mL of dry THF, in an oven 
15 dried flask. The flask was cooled in an ice bath and a solution of 9-BBN (0.5 M, 437mL, 218.5 nunol, 
Aldrich) was added over a period of 1 h. The reaction mixture was allowed to stir at room temperature 
for 8 h and then added K2CO3 (70.0 g, 506 mmol), DMF (700 mL), alcohol (40 g, 182 nmiol) and 
PdCUdppf (4.0 g, 2.7 mol%, Aldrich). The reaction mixture was heated to 60''C for 21 h at which time 
TLC shows complete consumption of the alcohol. The reaction mixture was then cooled to room 
20 temperature, filtered through celite and concentrated. The crude reaction mixture was purified by 
chromatography over Si02 (1 .0 Kg of Si02, 5:1 hexanes:ethyl acetate) to isolate 37 g of pale yellow oil 
(95 % pure). "H NMR (CDCI3) ^ 7.52-7.50 (dd, IH), 6.96-6.82 (m, 3H), 5.15-5.11 (br q, IH), 4.13- 
4.06 (q, 2H), 2.75-2.63 (m, 2H), 2.35 (t, 2H), 1.93 (p, 2H), 1.48 (d, 3H), 1.23 (t, 3H). 

EXAMPLE 493 

25 ethyl 4-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanUino}ethyl)-5- 

fluorophenyl] butanoate 

To a solution of PPhs (41.2 g, 157 mmol, Aldrich), in 180 mL of dry toluene was added solid 
sulfonamide 1 (47.6 g, 157 mmol). The solution was stirred at room temperature for 30 min 
(sulfonamide dissolves only partially) and cooled to O^'C in an ice-bath. Neat DEAD (24.7 mL, 157 

30 mmol, Aldrich) was slowly added to the reaction mixture. The sulfonamide dissolves as the addition of 
DEAD progresses. After the addition was over, the reaction mixture was allowed to warm to room 
temperature and a solution of the alcohol (37 g, 131 mmol) in 80 mL of dry toluene was added through 
a syringe pump over a period of 5 h. The reaction mixture was then allowed to stir at room temperature 
until TLC shows complete consumption of starting material (21 h). The reaction mixture was then 

35 concentrated under reduced pressure. The phosphine oxide was crystallized fi-om 6:1 hexanes:ethyl 
acetate and the mother liquor was concentrated and purified by chromatography (7:1 hexanes:ethyl 
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acetate) to isolate 51 g of product as pale yellow oil. Rr (10:1 hexanestethyl acetate) 0.33 'H NMR 
(CDCI3) 57.65-7.58 (m, 2H), 7.41-7.39 (m, 2H). 7.15-6.31(in, 6H), 5.82 (q, IH), 4.16 (q, 2H), 3.10 (m, 
IH), 2.68 (m, IH), 2.4 (t, 2H). 1.93 (m, 2H). 1.52-1.45 (br 3H), 1.45 (t, 3H). 

EXAMPLE 494 

5 4-(2-((lR)-l-{l(4-chlorophenyl)sulfonyi]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]butanoic acid 

A solution of the ester (48 g, in 700 mL of methanol) was cooled to O^'C and 230 mL of LiOH 
solution (10.2 g of LiOH in 230 mL of water) was added slowly. The reaction mixture turned turbid, 
and a pale yellow precipitate separates. The reaction mixture was mechanically stirred at 0 ®C for 1 h 

1 0 and at room temperature for 2 h. The reaction mixture was then cooled to 0 ®C and carefully adjusted to 
pHl with 6 N HCl. Extracted the product with 4 x 250 mL of ethyl acetate, washed the ethyl acetate 
solution with dilute brine (3 x 200 mL), dried the organic layer with MgS04, filtered and concentrated 
to yield crude product. The crude product was purified by Si02 chromatography (1:1 hexanesrethyl 
acetate) and the product was recrystallized from 4:1 hexanes:ethyl acetate (10 mL/g) to >98% ee. Rf 

15 (10:4 hexanes:ethyl acetate) 0.15. 'H NMR (CDCI3) 8.66-7.59 (m, 2H), 7.43-7.40 (m, 2H). 6.99-6.33 
(m, 6H), 5.85 (q, IH), 3.15-3.1 l(m, IH), 2.78-2.68 (m, IH), 2.54 (t, 2H), 2.02 (m, 2H), 1.54-1.52 (br d, 
3H). 

EXAMW^E 495 

'xxr^" aaagco^ "orn° ^ss^^'^Q^'" 

'-0:1^° "o::f<^- 'rx:i<^" 

20 

Using the scheme outlined in the preparative scheme in this example, the of Examples 496-503 
ompounds were prepared. 

4-I2-((lR)-l-{I(4-chlorophenyI)sulfonyl]-2,5-difluoroaiiilino}ethyl)-5-fluorophenyl]-N* 
25 cyclohexylbutanamide 
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Rf= 0.39 (2:1 hexanes:ethyl acetate) 'H NMR (300 MHz, CDClj) S(ppm): 7.70-7.59 (m, 2H), 
7.47-7.41 (m, 2H), 7.01-6.32 (m. 6H), 5.92-5.85 (q, IH), 5.62 (br, IH), 3.86-3.74 (m, IH). 3.12-3.03 
(m, IH), 2.80-2.70 (m, IH), 2.38-2.28 (m, 2H), 2.01-1.92 (br, 4H), 1.73-1.07 (m, IIH). LC-MS 
calculated for CjoHjjClFjNzOjS [MH+] 593; Observed: 290 (MH*-303). 

5 EXAMPLE 497 

4-I2-((lR)-l-{[(4-chlorophenyl)suIfonyl)-2,S-difluoroamlino}ethyl)-5-fluoroplienylI-N,N- 

diethylbutaDamide 

Rf= 0.35 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) S(ppm) : 1.10-1. 6\ (m, 2H), 
10 7.45-7.43 (br. 2H), 7.00-6.32 (br, 6H), 5.93-5.87 (q, IH), 3.46-3.32 (m, 4H), 3.18-3.11 (m, IH), 2.75- 
2.70 (m, IH), 2.51-2.46 (t, 2H) 2.05-1.95 (m, 2H), 1.51-1.49 (br. 3H), 1.26-1.12 (m, 6H). LC-MS 
calculated for CzgHjoClFaNjOjS [MH+] 567; Observed: 567. 

EXAMPLE 498 

4-[2-((lR)-l-{[(4-chIorophenyl)sulfonylJ-2,5-difluoroaniIino}ethyl)-5-fluorophenyll-N- 
15 methylbutanamide 

Rf = 0.17 (1:1 hexanestethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.71-7.60 (m, 2H), 7.48- 
7.41 (m, 2H), 7.00-6.30 (m, 6H), 5.93-5.86 (q. IH), 5.80 (br, IH), 3.13-3.03 (m, IH), 2.85-2.74 (m, 
4H), 2.40-2.35 (t, 2H), 2.02 (br. 2H). 1.50-1.47 (br, 3H). LC-MS calculated for C2SH24CIFJN2O3S 
20 [MH+] 525; Observed: MH-303. 

EXAMPLE 499 

4-[2-((lR)-l-{((4-chlorophenyl)sulfonyl]-2,5-difluoroanllino}ethyl)-S-fluorophenyll-N- 

ethylbutanamide 

25 Rf= 0.31 (1:1 hexanes:ethyl acetate) 'H NMR (SOOMHz CDCI3) 5: 7.70-7.60 (m, 2H), 7.48- 

7.41 (m, 2H), 7.00-6.31 (m, 6H), 5.93-5.86 (q, IH). 5.73 (br, IH), 3.38-3.28 (m, 2H), 3.13-3.03 (m. 
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IH), 2.78-2.73 (m, IH), 2.38-2.33 (t, 2H), 2.02-2.01 (br. 2H), 1.50-1.47 (br. 3H), 1.18-1.13 (t, 3H). 

LC-MS calculated for CieHjeClFjNjOjS [MH+] 539; Observed: MH-303. 

EXAMPLE 500 

4-(2-((lR)-l-{[(4-chlorophenyl)sulfonyll-2,S-difluoroaniUno}ethyl)-5-fluorophenyIJ-N,N- 
5 dipropylbutanamide 

Rf= 0.46 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.70-7.61 (m, 2H), 7.45- 
7.43 (m, 2H), 7.00-6.31 (m, 6H), 5.93-5.86 (q, IH), 3.34-3.1 1 (m, 5H), 2.75-2.70 (m. IH), 2.51-2.46 (t, 
2H), 2.04-1.97 (m, 2H), 1.65-1.49 (m, 7H), 0.95-0.88 (m, 6H). LC-MS calculated for CJ0H34CIF3N2O3S 
1 0 [MH+3 595; Observed: 595 . 

EXAMPLE 501 

4-cliloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-nuoro-2-(4-oxo-4-(l- 
piperidinyl)butyl]phenyI}ethyl)benzenesulfonainide 

15 Rf= 0.31 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.70-7.60 (m, 2H), 7.46- 

7.43 (m, 2H), 7.00-6.32 (m, 6H), 5.92-5.85 (q, IH), 3.62-3.58 (t, 2H), 3.47-3.43 (t. 2H), 3.15-3.1 l(m, 
IH), 2.78-2.68 (m, IH), 2.52-2.47 (t, 2H), 2.03-1.93 (m, 2H), 1.66-1.49 (m, 9H). LC-MS calculated for 
C29H30CIF3N2O3S [MH+] 579; Observed: 579. 

EXAMTLESQ? 

20 4-cWoro-N-(2^difluorophenyl)-N-((lR)-l-{4-fluoro-2-(4-oxo-4-(4- 

thiomorpholinyl)butyl]phenyl}ethyl)beiizenesalfonaiiiide 

Rf = 0.38 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.70-7.60 (m, 2H), 7.47- 
740 (m, 2H). 7.01-6.31 (m, 6H), 5.94-5.87 (q, IH), 3.94-3.91 (t, 2H), 3.81-3.78 (t, 2H), 3.12-3.10 (m, 
25 IH), 2.84-2.71 (m, IH). 2.65-2.64 (br, 4H), 2.53-2.49 (t. 2H), 2.06-1.96 (m, 2H), 1.49-1.47 (br. 3H). 
LC-MS calculated for C28H28CIF3N2O3S2 [MH+] 597. Observed 597. 



BNSDCXilD: <WO_OOS0391A1J_> 



wo 00/50391 




PCT/USOO/04560 



4-chloro-N-(2,5-difluoroplienyl).N-((lR)-l-{4-fluoro.2-[4-(4- 
thiomorpholinylsulfonyl)butyI] phenyl} ethyI)benzenesulfonamide 

o 

r-j-o 

5 Rf= 0.46 (1:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.71-7.59 (m, 2H), 7.51- 

7.41 (m, 2H), 7.07-6.29 (m, 6H), 5.96-5.94 (br, IH), 4.14-4.04 (d, 4H), 3.07-2.83 (m, 6H), 2.64-2.59 (t, 
2H), 2.08-2.03 (m, 2H), 1.44-1.42 (d, 3H). LC-MS calculated for CzgHzgClFjNzOjSj [MH+] 629; 
Observed: MH-303. 

EXAMPLE 504 

1 0 General Procedure for the synthesis of amine oxides 

The free base (0.5g ) was dissolved in methanol (5 mL) and 30% H202 in water (5 mL) was 
added. The mixture was stirred at room temperature for 14 h then concentrated under reduced pressure. 
The resulting crude product was-pxirified by chromatography on Si02 to yield the desired N-oxidc 
product in >90% yield. 

1 5 Using the preparative scheme described in the previous example, the following compounds 

were prepared. 

EXAMPLE SOS 

4-chloro-N-{2-[3-(l-hydroxy-llambda~5~-piperidin-l-yl)propoxylbenzyl}-N- 

phenylbenzenesulfonamide 
20 Rf = 0.15 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CDCI3) S (ppm): 

7.55 (m, 4H), 7.21 (m, 4H), 6.78 (m, 4H), 6.60 (m, IH), 4.74 (s, 2H), 4.53 (m, 2H). 4.19 (m, 4H), 3.53 
(t. 2H), 2.67 (m, 2H), 2.35 (m. 2H), 1.87-1.27 (m. 4H). "C NMR (75 MHz, CDCI3) S (ppm): 156.9, 
139.6, 137.2, 136.0, 131.9, 130.1, 129.4, 129.0, 128.9, 128.8, 128.5, 121.5, 120.2, 110.7. 66.5, 64.6. 
63.6, 51.3. 29.7. 22.1, 21.3, 20.3 . ESI calculated for C27H31CIN2O4S [MH+] 515; Observed: 515. 

25 EXAMPLE S06 

4-chloro-N-(2,5-dichlorophenyl)-N-{2-[3-(l-oxido-l- 
piperidinyl)propoxy]benzyI}benzenesulfonamide 
Rr= 0.42 (10% mcthanol/DCM) 'H NMR (300 MHz, CDCI3) S (ppm): 7.64-7.51 (m, 4H), 
7.26-7.14 (m, 4H,), 6.81-6.03 (m, 3H). 4.97-4.80 (dd, 2H). 4.47-4.17 (m, 6H), 3.45 (m, 2H), 2.64 (m. 
30 2H). 2.28 (m, 2H). 1.86 (m, 3H), 1.49 (m. IH). "C NMR (75 MHz, CDCI3) S (ppm): 157.3, 140.3, 
137.3. 135.8, 134.1, 132.8, 132.4, 131.8, 131.6, 131.0, 130.5, 129.9, 129.3, 121.2, 120.8. 111.2. 66.9, 
65.1. 64.6. 63.5, 50.42, 22.5, 21.6, 20.7. 
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EXAMTLE 507 
4-chloro-N-(2^-difluorophenyI)-N-{2-[3-(l-oxido-l- 
pyrrolidinyl)propoxy]beiizyl}benzenesulfonaiiude 



Rf = 0.38 (9% methanol/DCM) 'H NMR (500 MHz, CDjOD) S (ppm): 7.69-7.61 (m, 4H). 7.18 



5 (m, IH), 7.01-6.89 (m, 4H). 6.77-6. 67 (m, 2H), 4.13 (t, 2H), 3.81 (m, 2H), 3.64-3.48 (m, 4H), 2.52- 
2.33 (m, 4H), 2.09 (m, 2H). "C NMR (125 MHz. CD3OD) 5 (ppm): 160.4, 159.1, 158.7, 158.4, 157.1, 
140.9, 138.5, 132.8, 131.4, 130.8, 130.5, 127.6, 123.5, 121.4, 120.1, 119.9, 118.5. 118.4, 118.4, 118.3, 
118.2, 118.1. 112.3, 69.1, 66.8, 66.4, 51.0, 25.6, 22.7. ESI calculated for C26H27CIF2N2O4S [MH+] 537; 
Observed: 537. 

10 EXAMPLE 508 



Rf = 0.53 (9% methanol/DCM) 'H NMR (300 MHz, CDCI3) 6 (ppm): 7.65-7.48 (m, 4H), 7.32- 
7.16 (m, IH), 6.91-6.58 (m, 6H), 4.78 (s, 2H), 4.39-3.92 (m, 8H), 3.65 (m, 2H), 2.96 (m, 2H), 2.64 (m, 
15 2H), "C NMR (75 MHz, CDCI3) 5 (ppm): 159.3, 157.9, 156.9, 156.1. 154.5, 139.7, 136.6, 131.4. 
130.3, 129.4, 128.7. 125.7, 125.6. 125.4, 121.5. 120.4, 118.9. 118.5, 117.2. 117.1, 117.0. 116.9, 116.8. 
116.7, 110.8, 69.4, 65.5, 63.4, 50.0. 46.3, 23.0. ESI calculated for C26H27CIF2O6S2N2 [MH+] 601; 
Observed: 601. 



Rf = 0.45 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.68-7.54 (m, 4H), 
7.23-6.67 (m, 6H). 6.29-6.22 (m, 2H), 4.26 (m, 2H), 3.70-3.48 (m, 4H), 3.06 (m, 2H), 2.41 (m, 2H). 
2.01-1 51 (m, 9H). "C NMR (75 MHz. CD3OD) S (ppm): 158.9 (dd), 157.2. 155.6, (dd), 140.2, 137.0, 
25 131.8, 130.8, 129.9, 129.1, 125.7 (dd), 121.5, 120.7, 118.8 (d), 117.7, (t), 11.4 (t), 111.2, 66.8. 65.0, 
64.5, 50.6, 22.5, 21.6, 20.7. ESI calculated for C27H29C1F2N204S [MH+l 551; Observed: 551. 



4-chloro-N-{2-(3-(diethylnitrory!)propoxy]beiizyl}-N-(23-difluorophenyl)benzenesulfonaniide 

Rf= 0.49 (9 % methanol in DCM), 'H NMR (300 MHz, CD3OD) «y(pm) (d, 2H), 7.61 (d, 2H). 
30 7.19 (t, IH), 7.02-6.99 (m, 2H), 6.95 (d, IH), 6.89 (d, IH), 6.78-6.70 (m, 2H). 4.83 (s, 2H), 4.12 (t, 
2H0. 3.69-3.66 (m, 2H). 3.44-3.40 (m, 4H). 2.37-2.34 (m. 2H), 1.37 (t. 6H). MS calculated for 
C26H29CIF2N2O4S: 539; Observed: 539. 



4-chIoro-N-(2,5-difluorophenyl)-N-{2-l3-(l,l,4-trioxido-4- 
thiomorpholinyl)propoxy]beiizyl}beiizenesulfonaniide 



20 



EXAMPLE 509 
4-chloro-N-(2,5-difluorophenyl)-N-{2-I3-(l-oxido-l- 
piperidinyI)propoxy]benzyl}beiizenesulfonamide 



EXAMPLE SIO 
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EXAMPLE 511 

General Procedure for the synthesis of quaternary ammonium compounds 

The free base was dissolved in DCM (2 mL/mmol) and excess of Mel (4.0 eq) was added. The 
reaction mixture was stirred at room temperature for 1 h then concentrated under reduced pressure to 
give pure quaternary ammonium compounds. 

l-{3-[2-({[(4-chlorophenyl)sulfonyll-2^-difluoroanilino}methyl)phenoxy]propyl}-l- 

methylpiperidinium iodide 

Rf- 0.42 (3:1:1 n-BuOH/HjO/AcOH) *H NMR (300 MHz, CD3OD) 5 (ppm): 7.69-7.57 (m, 
4H), 7.18-6.59 (m, 7H), 4.80 (s, 2H), 4.16 (t, 2H), 3.88 (m, 2H), 3.59 (m, 4H). 3.18 (s, 2H), 2.37 (m, 
2H). 1.93-1.60 (m,6H). 

l-{3-[2-({2,5-dichloroI(4-chlorophenyl)sulfonyllanilino}methyl)phenoxylpropyl}-l- 

methylpiperidinium iodide 

Rf= 0.32 (10:l;DCM:methanol). *H NMR (300 MHz, CD3OD) <5 (ppm):7.74-7.63 (m, 4H), 
7.28-7.18 (m. 3H), 6.93 (d,lH), 6.86 (d, IH), 6.75 (dd, IH), 6.64 (dt, IH), 5.13 (d, IH), 4.67 (d, IH), 
4.27-4.26 (m, IH), 4.11-4.02 (m, 2H), 3.86-3.79 (m, IH), 3.52 (br m, 4H), 3.22 9s, 3H), 2.40- (br m, 
2H), 1.99-1.64 (m, 6H). MS ESI calculated for C28H32CI3N2O3S: 581. Observed : 581. 

EXAMPLE 5H 

Compounds of the present invention can be prepared using the following general schemes. 

In Schemes 514a, 514b and 514c, R' is halogen, methyloxytetrahydropyranyl, or a 
methyloxyacyl moiety such as -CH2OAC. R^ is hydrogen or halogen; R^ is hydrogen, halogen or 
substituted or unsubstituted alkyl; R* and R^ are substituted or unsubstituted hydrocarbyl, substituted or 
unsubstituted heterocycle optionally having one or more double bonds, alkoxy, ether, ester, amide, R* 
is substituted or unsubstitued hydrocarbyl, or substituted or unsubstituted heterocycle optionally having 
one or more double bonds; n is an integer from 1 up to 4, and Z is heterocycle optionally having one or 
more double bonds. 

Scheme 514a illustrates a general process and shows the production of chiral compounds of a 
key intermediate of Formula n. 
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Scheme 514a 
Synthesis of Intermediate II 
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The Scheme 514a process begins with reduction of 2,5-disubstituted-nitrobenzene (III) to the 
corresponding substituted anihne (IV) which is reacted with an R^-substituted benzenesulfonyl halide to 
provide intermediate (V). Treatment of (V) with (S)-4-[[dimethyl(l,l-dimethylethyl)silyl]oxy]-2- 
alkanol gives compound VII which is converted, in tum, to the corresponding alcohol (VIH) and then to 
5 the halide (II) with bromide being the preferred halide. 

Scheme 514b illustrates several methods of producing some of the Formula I products; i.e., 
when is halogen, -CH20-2-tetrahydropyran or -CH2OAC. 
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In Scheme 514b, products (la) can be obtained starting with intermediate compound (II). 
Products (la) can be formed directly from intermediate compoimd (II) by reaction with nucleophilic 
heterocyclics. Alternatively, intermediate compound (II) can be converted into compounds (X and XI), 
which can then be used to produce products (la) as shown in Scheme 2. 

Scheme 514c shows preparation of Formula I products wherein is -CH2OH. 
XH2O PC CH2OH 



Ia:PG = OAc,OTHP lb 

In Scheme 514c, cleavage of acetyl or tetrahydropyran groups from compounds of Formula la 
provide Formula lb products wherein R' is -CH2OH. 



EXAMPLE 515 

10 In the following examples, intermediate alcohols were prepared via a Mitsunobu reaction 

between a secondary sulfonamide and a commercially available TBDMS protected chiral diol, followed 
by HF deprotection as described herein. 

4-chloro-N-(2,5"difluorophenyl)*N-[(R)-l-metbyl-2-hydroxyethyl]benzenesuifonai]]lde 




CI 

15 Yield=70%; Colorless viscous oil: JR (neat, CH2CI2) 1504, 1346, 1 164, 1093, 755, 625 cm'l; 

MS (ESI+), 362 (M+H)+. 
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EXAMPLE S1<? 

4-chlor o-N-(2,5-difluorophenyl)-N- [2- 1 [ [ [4-mtrop henyl] oxy ] carbonyl] oxy ]-(R)-l - 

methyietbyl]beiizenesulfonamide 




CI 

5 To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)- 1 -methyl-2-hydroxyethyl] 

benzenesulfonamide (958 mg, 2.65 mmol) in THF (13 mL) and acetonitrile (2 ml) was added pyridine 
(209 mg, 2.65 mmol) followed by 4-nitrophenyl chloroformate (586 mg, 2.92 mmol). The resulting 
mixture was allowed to stir at 22*^C for 16 h. The solvents were removed and the product was dissolved 
in ether, washed with water, then brine. The ether layer was dried over MgS04, filtered, and 
10 concentrated under reduced pressure. Silica gel chromatography (ethyl acetate:hexane, 5-20% ethyl 
acetate gradient) of the concentrate afforded the title compound (1.23 g, yield 88%) as a colorless 
viscous oil. 

EXAMPLE Sn 

4-chloro-N*(2,5-difluorophenyl)-N-[2-[[N*-[3-(lh.iniidazol*l*yI)propylamino] carbonylloxy]-(r)-l- 
1 5 inethylethyl]beiizenesulfonamidc 

,F 




CI 

To a solution of 4-chloro-N-(2,5-diflurophenyl)-N-[2-[[[[4-nitrophenyl]oxy]carbonyl] oxy]- 
l(R)-methylethyl]benzenesulfonamide (580 mg, 1.10 mmol) in methanol (5 ml) was added 3- 
aminopropyl-(lH)-imidazole (276mg, 2.20 mmol). The resulting mixture was allowed to stir at 22®C 
20 for 16 h, then concentrated under reduced pressure. Silica gel chromatography ( methanol in CH2CI2 
with 0.5% NH4OH, 5-10% methanol gradient) of the concentrate afforded the title compound (344 mg, 
61%) as a pale yellow powder. IR (KBr) 1722, 1506, 1345, 1261, 1 183, 623 cm'^; MS (ESI+), 513 
(M+H)+. 
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Non basic carbamates shown in the following examples were prepared in an analogous manner 
as described above but were purified via silica gel chromatography (ethyl acetate:hexane 5-50% ethyl 
acetate gradient) of the concentrate. 

EXAMPLg 518 

4-chloro-N-(2,5-difluorophenyl)-N-[2-[[[pyrroIidin-l-yl| carbonyIloxyl-(R)-l- 
methylethyl]benzenesulfonamide 




CI 

Yield=87%; Colorless viscous oil: IR (neat, CH2CI2) 1704, 1504, 1424, 1352, 1 165, 1092 
cm-1; MS (ESI+), 459 (M+H)+. 



10 EXAMPLE 519 

4-chloro-N-(2,5-dichlorophenyl)-N-(2-[(N*-f3-(lH-iinidazol-l-yl)propylaminol carbonylloxyl-(R)- 

1 -methylethyl] benzenesulfonamide 




CI 

Yield=81%; pale yellow powder: IR (neat, CH2CI2) 1718, 1467, 1250, 1169, 1085, 622 cm-^; 
15 MS (ESI+), 545 (M+H)+. 
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EXAMPLE 520 

4-chloro-N-(2,S-dichlorophenyI)-N-[2*[[[pyrroUdin-l-yl]carbonyl]oxy]-(R)-l- 
methylethyl]beiizenesuIfonainide 




CI 

5 Yield=81%; White solid: IR (KBr) 1702, 1430, 1352, 1 174, 1099, 620 cm-1; MS (ESI+), 491 

(M+H)+. 



EXAMPLE 521 

4-chloro-N-(2,5-dichlorophenyl)-N-[2-[[[(S)-2-(hydroxymethyl)pyrroUdin-l-yl)]c^^ 

(R)-l-methylethyl]beiizenesulfonamide 



OH 




10 CI 

Yield=81%; Colorless glassine solid: IR (KBr) 1699, 1421, 1356. 1170, 1095, 622cm-^;MS 
(ESI+), 521 (M+H)+. 
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EXAMPLE S22 

4*chloro-N-(2,5-dichlorophenyl)-N-[2-[[N*-|2-(piperidin-l-yl)ethylainino] carbonyl]oxy]-(R)-l- 

mcthylethyllbenzenesulfonamide 



CI 

Yield=73%; Colorless glassine solid: IR (neat, CH2CI2) 1723, 1468, 1352, 1 170, 1095, 622 
MS (ESI+), 548 (M+H)"^. 

EXAMPLE 5?3 

4.chIoro-N-(2,5-dichlorophenyI)-N.I2-[[IN'-(3<lh-iinida2oI-l-yl)propyI]-N'^ 
Ethylamino]carbonyI]oxy]-(R)-l -methylethyl] benzenesulfonamide 



CI 

Yield=48%; Pale yellow viscous oil: IR (neat, CH2CI2) 1699, 1467, 1352, 1 170, 1095, 623 cm' 
1; MS (ESI+), 573 (M+H)"^. 





o=s=o 



o 
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EXAMPLE S24 

4-cliloro-N-(2,S-dIchlorophenyI)-N-[2-[[N'-[3-(lH-tetrazoI-l-yl)-propylamino)carbonyl]oxy]-(R)- 

l-methyletbyl]benzenesulfonamide 




5 CI 

Yield=46%; White powder: IR(KBr) 1718, 1467, 1348, 1 168, 1095, 622 cm"!; MS (ESI+), 
547 (M+H)+. 



EXAMPLE SIS 

4-chloro-N-(2,5-dichlorophenyI)-N-[2-[[N'-f2-<hydroxyethyI)-N*-methylainino]carbonyI]oxy]-(R)- 
10 1 -methylethyllbenzenesulfonamide 




CI 

Yield=80%; Pale yellow viscous oil: IR (neat, CH2CI2) 1699, 1466, 1354, 1 170, 1095, 623 
each MS (ESI+), 495 (M+H)+. 
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EXAMPLE S26 

4-cbloro-N-(2,5-dichlorophenyI)-N-[2-[[[N'-[3-(lH-iimdazoI-l-yI)propyl]-N' 
methylamino|carboDyl]oxy]-(R)-l-methylethyl]benzenesulfonainide 

o=s=o o 





5 CI 

Yield=50%; Pale yellow gummy solid: IR (neat, CH2CI2) 1699, 1467, 1352, 1 170, 1095, 622 

cm-1; MS (ESI+), 559 (M+H)+. 



EXAMPI E 527 

4-cliloro-N-(2-fluoro-5-chIorophenyl)-N-((R)-l-inethyl-2-bydroxyethyl]beiizenesulfonamide 

o=s=o 




10 CI 

Yield=83%; Colorless viscous oil: IR (neat, CH2CI2) 1493, 1345, 1 166, 1054, 758, 622 cm-1; 

MS (ESI+), 378 (M+H)+. 
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EXAMPLE 528 



4-chloro-N-(2-fluoro-S-chlorophenyl)-N-[2-[[[pyrrolidin-l-yll carbonylloxy|-(R)-l- 

methylethyl] benzenesulfonamide 




CI 

Yield=71%; White powder: IR (neat, CH2CI2) 1704, 1494, 1424, 1352, 1171,622 cm-^;MS 
(ESR), 475 (M+H)-^. 

EXAMFLF. 529 

4-chIoro-N-(2-fluoro-5-chloropbenyl)-N-[2-[[N'-[3-(lH-iEiudazoI-l-yl)propylainino] 
carbonyl]oxy]-(R)-l*inethylethyl]benzenesulfonamide 



CI 

Yield=81%; White powder: IR (KBr) 1720, 1345, 1263, 1171, 758, 620 cm"!; MS (ESH-), 529 
(M+H)+ 




o=s=o 



o 
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EXAMPLE 530 

4-chloro-N-(2-fluoro-5-chlorophenyI)-N-[2-([N*-(2-(lH-iiiiidazol-4-yl)etby 

(R)-l-methyletbyl]beiizenesulfonamide 




cr - -N- 

0 = S = 0 O ^HH 




5 CI 

Yield=74%; White powder: IR (KBr) 1716, 1494, 1262, 1 169, 1091, 758 cm'^ ; MS (ESI+), 
515 (M+H)-^. 

EXAMPLE 531 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[2-[[N'-[3-(lH-iinidazol-l- 
10 yI)propylainino]carbonyl]oxy}-(lR)-(2R)-diincthylethyl]beiizencsuIfonainide 

OH 



CI 




0=8=0 ^ O 




CI 

Yield=77%; White solid: IR (KBr) 1715, 1347, 1168, 1091, 757, 627 cm"!; MS (ESI+), 555 
(M+H)-*". 
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EXAMPLE 532 

4-Chloro-N-[5-chIoro-2-(hydroxymethyl)pheDyl]-N*[2-I[{N'-[3-(lH-iinidazol-l-y^^ 

cycIopropylmethylainino]carbonyI]oxy]-(R)*l-methylethyl]beiizenesulfonaniide. 




5 CI 

Yield=32%; Colorless glassine solid: IR (KBr) 1697, 1477, 1 167, 1092, 758, 622 cm"!; MS 
(ESI+), 595 (M+H)+. 



EXAM P LE 5 33 

4-Chloro-N-I5-chloro-2-(hydroxymethyl)phenyl]-N-[2-[[(N'-[3-(lH-imida2ol-l-yl)propyl]-^ 
10 inethylethyl)amino]carbonyl]oxy]-(R)*l-methylethyl]benzenesulfonaimde 

OH 




CI 

Yield=43%; Beige solid: IR (neat, CH2CI2) 1342, 1 166, 1092, 1055, 757, 622 cm-1; MS 
(ESI+), 583 (M+H)+. 
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EXAMPLE 5.14 

4M:hloro-N-(2,5-dichlorophenyl)-N-Il-(S)-{l.I2-(methyIsulfonyl)ethyll pyrroUdin-2- 

yl]ethyI]beiizenesuIfonamide 




5 



The above-named compound was prepared using the preparative scheme described below. 
a-methyI-[N-^/er/-butoxycarbonyl)]-L-proIinol 




To a solution of (S)-2-acetyH-pyrrolidinecarboxylic acid 1,1-dimethylethyl ester [CA 91550- 
08-2] (5.600 g, 26.400 mmol) in ethanol (40 mL) was added sodium borohydride (2.0 g, 53 mmol) 

10 under nitrogen at 0 **C. The reaction was stirred for 2 h. Ethanol was removed under reduced pressure. 
The concentrate was diluted with ethyl ether (100 mL) and washed with H2O (2x100 mL). The organic 
extract was dried over Na2S04, filtered, and concentrated. Silica gel chromatography (1:5 to 1:4 
gradient; ethyl acetate/hexanes) of the concentrate afforded two isomers, designated A, the first eluting 
isomer, (2.050 g, 40%) and the more polar B (1 .537 g, yield = 30%), of the title compound. Isomer B 

1 S was used in the subsequent reaction. 



To a solution of 4-chloro-N-(2,5-dichlorophenyl) benzenesulfonamide (0.100 g, 0.298 mmol), 
20 triphenylphosphine (0.230 g, 0.890 mmol), a-methyl-[A^-(7er/-butoxy carbonyl)]-L-prolinol, (isomer B, 
0.200 g, 0.890 mmol) in toluene (2 mL) was added diisopropylazodicarboxylate (0.180 g, 0.890 mmol) 
dropwise at 0 **C under nitrogen atmosphere. The resulting mixture was allowed to warm to 22 with 



4-chloro-N-(2,5-dichlorophenyl)-N-[l-(S)-[l-[(l,l-diinethylethoxy) carbonyl]pyrrolidin-2- 

yl] ethyl] benzenesulfonamide 
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Stirring. After 1 8 h the mixture was washed with sat. NaHCOj (4 mL), brine (4 mL) and extracted with 
ethyl ether (4 mL). The organic extract was dried over Na2S04 and filtered. Silica gel chromatography 
(1 :4 ethyl acetate/hexanes) of the concentrate afforded the title compound (0.095 g, yield = 60%), MS 
(ESI) 532. 

4-chloro-N-(2,5-dichlorophenyI)-N-[l-(S)-pyrrolidin-2-yl]ethyl]beiizene sulfonamide 

.CI 




s=o ^ — ' 

cr 

To a solution of 4-chlo^o-N-(2,5-dichlorophenyl)-N-[l-(S)-[l-[(l,l- 
dimethylethoxy)carbonyl]py^^olidin-2-yl]ethyl]benzenesulfonamide (0.095 g, 0.178 mmol) was added 
a solution of 1 :1 trifluoroacetic acid/CH2Cl2 (2 mL) at 22 ^'C. The mixture was stirred for 1 h at 22 ^C. 
1 0 The solvent and trifluoroacetic acid were removed by reduced pressure to afford the title compound ( 
0.075 g, yield =98%), MS (ESI) 432, 

4-chloro-N-(2,5-dichlorophenyl)-N-(l-(S)-[l-[2-(methylsulfonyl)ethyl]pyrrolidin-2- 

yl] ethyl] benzenesulfonamide 

O 

II 

o=s— 



CI 




cr 

15 To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[ 1 -[(S)-pyrrolidin-2- 

yl]ethyl]benzenesulfonamide (0.075 g, 0.174 mmol) in TUF (1 mL) was added methyl vinyl sulfone 
(0.060 g, 0.530 mmol) at 22 *^C. The reaction was stirred for 1 8 h. The resulting mixture was washed 
with sat. K2CO3 (2 mL), brine (2 mL) and extracted with ethyl ether (2 mL). The organic solution was 
dried over Na2S04, filtered and evaporated. Silica gel chromatography (1:5 ethyl acetate/hexanes) of 

20 the concentrate afforded the title compound (0.533 g, yield =57%), MS (ESI) 538. 
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EXAMPLE 535 

(R)-4-Chloro-N-(5-cliloro-2-fluorophenyl)-N-(5-(N-(S)-Il-(methoxycarbonyI)-2 
inethylpropyl]ai]uno]-l-methyI-5-oxopentyl]benzenesuIfonainldc 

o=s=o o 



CI 





To a solution of (5R)-5-|N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]- 
hexanoyl chloride (0.265 g, 0.584 mmol) in THF (3 mL) was added Hunig's base (0.305 mL. 1.75 
mmol) and L-valine methyl ester hydrochloride (0.294 g, 1 .75 mmol) at 22 The reaction was stirred 
at 22 °C temperature for 12 h. The reaction was treated with sat. NaHCOa (6 mL) and the aqueous 
phase extracted with ether (3X15 mL). The combined organic extracts were dried over MgS04, 
filtered, and concentrated under reduced pressure. SiHca gel chromatography (3:7 ethyl 
acetate:Hexanes) of the concentrate afforded the title compound as a hght yellow wax (0.233 g, yield 
=73%). MS (ESI) 547 (M+H). 

EXAiyiPLE 536 

(R)^Chloro-N-(5-chloro-2-fluorophenyl)-N-I5-[N-(S)-[l-(carboxy)-2-methylpropyl]aminol-l' 

methyl-5-oxopentyl]bcnzenesulfonamidc 




To a solution of (R)-4-chloro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-(S)-[l-(methoxycarbonyl)- 
2-methylpropyl]amino]-l-methyl-5-oxopentyl]benzenesulfonamide (0.170 g, 0.310 mmol) in methanol 
(3.5 mL) was added NaOH (IN, 0.450 mL, 0.931 mmol) at 22 **C. The resulting mixture was heated at 
reflux with stirring for 1.5 h. The mixture was acidified with IN HCl and was extracted with 
chloroform (3 X 20 mL). The combined organic extracts were dried over MgS04, filtered, and 
concentrated under reduced pressure to afford the title compound (0.161 g, 97%) as a white powder. 
MS (ESI) 533 (M+H). 
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EXAMPLE 537 

(R)-4-ChIoro-N-(5-chIoro-2-fluorophenyI)-N-I4.[N-(S)-[l-(methoxycarbonyO^^ 
methylpropyI)amino}-l-methyl-4-oxobutyl]benzenesulfonainide 





10 



o=i=o 

CI 

In a manner similar to the previous example, the title compound was prepared by reacting (4R)- 
4-[N.[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentanoyl chloride with L-valine 
methyl ester hydrochloride (71% yield). MS (ESI) 533 (M+H). 

EXAMPLE 538 

(R)-4-ChIoro-N-(5-chloro-2-nuorophenyl)-N-[4-[N-(S)-[l-(inethoxycarbonyl)-3- 
methylbutyl] amino]-l -metbyl-4-oxobutyl] benzenesulfonamide 




15 



In a manner similar to the previous example, the tide compound was prepared by reacting (4R)- 
4-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)suIfonyl]amino]pentanoyl chloride with L-leucine 
methyl ester hydrochloride (70% yield). MS (ESI) 547 (M+H). 
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EXAMTLE 539 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-(R)-(l-(niethoxycarbonyl)-2 
inethylpropyl]amino]-l-inethyl-5*oxopentyl]beiizenesulfonaiiiide 

F 




In a manner similar to the previous example, the title compound was prepared by reacting (5R)- 
5-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]hexanoyl chloride with D-valine 
methyl ester hydrochloride (82% yield). MS (ESI) 547 (M+H). 

EXAMPLE S40 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N- [5- [N-(R)- [ l-(methoxy carbony l)-3- 
inethylbutyI]aiiiino]*l-methyl-5-oxopentyl]benzciiesulfonainide 




15 



In a maimer similar to the previous example, the title compound was prepare by reacting (5R)- 
5-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]hexanoyl chloride with D-leucine 
methyl ester hydrochloride (73% yield). MS (ESI) 561 (M+H). 

EXAMPLE 541 

(R)-4-ChIoro-N-(5-chloro-2-fluorophenyI)-N*[5-[N*(S)-[l-(inethoxycarbonyl)-3- 
methylbutyl]aiiiino]-l-inethyl-5-oxopentyI]betizenesulfonamide 
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In a manner described herein, the title compound was prepared by reacting (5R)-5-[N-[5- 
chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]hexanoyl chloride with L*leucine methyl ester 
hydrochloride to afford the title compound (71% yield). MS (ESI) 561 (M+H). 

EXAMP II^K 5 4? 

(R)-4.Chloro-N-(5-chloro-2-fluorophenyl)-N-(6-(N-(S)-|l-(methoxycarbonyl)-2. 
methylpropyl]amino]-l-methyl-6-oxohexyl]benzenesuIfonamide 




In a manner described herein, the title compound was prepared by reacting (6R)-6-[N-[5- 
chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]heptanoyl chloride with L-vahne methyl ester 
hydrochloride (85% yield). MS (ESI) 561 (M+H). 

EXAMPLE 543 

(R)-4-Chloro-N-(5-chIoro-2-fluorophcnyl)-N- [6-[N-(S)- [ 1 -(methoxycarbonyl)-3- 
inethylbutyl]amino]-l-iiiethyl-6-oxohexyl]benzenesulfonamide 




In a manner described herein, the title compound was prepared by reacting (6R)-6-[N-[5- 
chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]heptanoyl chloride with L-leucine methyl ester 
hydrochloride (89% yield). MS (ESI) 575 (M+H). 
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EXAMPLE S44 

(R)-4-Chloro-N-(5-chIoro-2-fluorophenyl)-N-[5-lN-(R)-[l-(carboxy)-2-methyIpropyllan^ 

methyl-S-oxopeiityl] benzenesuifonamide 




CI 



5 In a manner described herein, the title compound was prepared by hydrolysis of CR)-4-chloro- 

N-(5-chloro-2-fluorophenyl)-N-[5-[N-(R)-[ 1 -(methoxycarbonyl)-2-methylpropyl]amino]- 1 -methyl-5- 
oxopentyl]benzenesulfonamide (90% yield). MS (ESI) 533 (M+H). 

EXAMPLE S4g 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)*N-[5-[N-(R)-{l-(carboxy)-3-methylpropyl]aiiiino]-l- 
1 0 methyl-5-oxopentyI] benzenesulfonamide 




CI 



In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 

N-(5-chloro-2-fluorophenyl)-N-[5-[N-(R)-[l-(methoxycarbonyl)-3-methylbutyl]amino]-l-methyU5- 

oxopentyl]benzenesulfonamide (89% yield). MS (ESI) 547 (M+H). 

15 EXAMPLE 546 

(R)-4-Chloro-N-(S-cWoro-2-nuorophenyl>-N-[S-fN-(S)-(l-(carboxy)-3-methyft 

methyl-S-oxopentyilbenzenesulfonainide 




CI 
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In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 
N-(5-chloro-2-fluorophenyl)-N-[5-[N-(S)-[ 1 -(methoxycarbonyl)-3-methylbutyl]amino]- 1 -methyl-5- 
oxopentyl]benzenesulfonamide (90% yield). MS (ESI) 547 (M+H). 

EXAMFLE 547 

5 (R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N.I6-[N-(S)-[l-(carboxy)-2-methylpropyl]amino]-l- 

methyl-6-oxohexyl]benzenesaIfonamide 



In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 
N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[ 1 -(methoxycarbonyl)-2-methylpropyl]amino]- 1 -methyl-6- 
10 oxohexyl]benzenesulfonamide (85% yield). MS (ESI) 547 (M+H). 

EXAMPl^E 548 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[l-(carboxy)-3-methyIbutyI)amm 

methyl-6-oxohexyI]benzenesulfonamide 



N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[ 1 -(methoxycarbonyl)-3-methylbutyl]amino]- 1 -methyl-6- 
oxohexyl]benzenesulfonamide (83% yield). MS (ESI) 561 (M+H). 




CI 




CI 



15 



In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro 
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EXAMPLE S49 

4-ChIoro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N*[2-[[[methylamino]carbonyl| oxy]-(R)-l- 

methylethyl]beiizenesulfonainide 
OH 




CI 



5 To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[2-[[[[4- 

nitrophenyl]oxy]carbonyl]oxy]-(R)-l-Tnethylethyl]benzenesulfonamide (50mg, 0,08mmol) in DMF 
(2.0mL) in a ISmL HDPE cartridge was added methylaminc (5.2nig,). The mixture was shaken for 12 
h at 22®C in a 48 well reactor. The mixture was filtered, rinsed with ether to a test tube and 
concentrated by speed vacuum to afford crude 4.chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[2- 

10 [[[methylamino] carbonyl]oxy]-(R)-l-methylethyl]benzenesulfonamide. The molecular weight of the 
intermediate product was determined by LC/MS. The residue was diluted with methanol (2.0mL) in a 
test tube and K2CO3 was added. The mixture was shaken for 2 hours and filtered. The methanol was 
removed by speed vacuum and the residue was purified by preparative HPLC with 90% methanol/H20 
at 4mL/min. The desired product was concentrated by speed vacuum to afford the title compound. 

15 Yield=32% colorless oil: LC/MS, 448(M+H); Retention Time, 3.71min. 



The following carbamates were prepared as described in the previous example. They were all 
analyzed by LCTMS. 

EXAMPLF.5SQ 

20 4-ChIoro-.N-[5-chloro-2-(hydroxymethyl)pheiiyl]-N-(2-[[[propylainino]carbonyI] oxy]«(R).l. 

methylethyljbeiizenesulfonamide 
OH 




CI 



Yield=32% colorless oil: LC/MS, 476 (M+H); Retention time, 3.93min. 
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EXAMPLE 551 
4-Chloro-N-[5-chloro-2-(hydroxymethyi)phenyI]-N-[2-[[[ 
(l,l-dimethyl)ethylaiiiino]carbonyl]oxyI-(R>-l-methylethyl]beiizenesulfonaim 

OH 

H 




CI" N 

o=s=o O 




CI 

Yield=35% colorless oil: LC/MS, 490 (M+H); Retention time, 4.09min. 

EXAMPL E 55 2 

4-Chloro-N-i5-chloro-2-(hydroxymethyl)phenyIJ*N-[2-[[[diethylamino]carbonyl] oxyl-(R)-l- 

methylethyl] benzenesulfonamide 
OH 




— -N- — 'Y''^ 

o=s=o o 




CI 

10 Yield=26% colorless oil: LC/MS, 490 (M+H); Retention time, 4.08min. 

EXA MP L E 5 53 

4-Chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[2-[([cyclohexylamino]carbonyl] oxyJ-(R)-l- 

inethylethyl]benzenesuIfonamide 
OH 



o=s=o o 





CI 

1 5 Yield=l 5% colorless oil: LC/MS, 5 1 6 (M+H); Retention time, 4.23min. 
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KXAMPT.E SS4 

4-Chloro-N-|5-chloro-2-(hydroxymethyl)phenyI]-N-(2-I[N'-[3-(lH-iinidida2ol-l-yl) 
propylainino]carbonylloxy]-(R)-l-inethyletbyI]benzenesulfonamide 

OH 

T H 

o=s=o o 





CI 

Yield=30% colorless oil: LC/MS, 542 (M+H); Retention time, 4.80min. 

EXAMFl^g 555 

4-Chloro-N-[5>chloro-2-(hydroxymethyl)phenyl]-N-[2-[((isopropylamino] carbonyl]oxy]-(R)-l- 

niethylethyl]benzenesulfonamide 
OH 




H 

cr N 

o=s=o o 



n \ 




CI 

10 Yield=30% colorless oil: LC/MS, 476 (M+H); Retention time, 3.92min. 

EXAMPLE 556 

4-Chloro-N-[S-chloro-2-(hydroxymethyl)phenyl]-N-|2-IIIpyrrolidin-l-yll carboiiyl]oxy]-(R)-l- 

methylethyl]benzenesulfonamide 
OH 




CI 

1 5 Yicld=32% colorless oil: LC/MS, 488 (M+H); Retention time, 4.20min 
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EXAMPLE 557 

4-Chloro-N-[5-cbloro-2-(hydroxymethyl)phenyl]-N-|2-([((l-methyl)propylainino] carbonyljoxy]- 

(R)-l-methylethyl]beiizenesulfonainide 
OH 




CI 

Yield=33% colorless oil: LC/MS, 490 (M+H); Retention time, 4.05min. 

EXAMPLE SS8 

4-ChIoro-N-[5-chloro-2-(hydroxymethyI)phenyl]-N-[2-[[[ethylainino]carbonyl]oxy]--(R>.l- 

nietbylethyl]beiizenesuIfoiiamide 
OH 




CI 

10 To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[2[[[[4- 

nitrophenyl]oxy]carbonyl]oxy]-(R)-methylethyl]ben2enesulfonaniide (0.85g, 0.14 mmol) was added 
ethylamine (0.1 3g, 0.28mmol) in DMF (2mL). The resulting mixture was allowed to stir at 22^*0 for 12 
h and concentrated under reduced pressure. The mixture was diluted with methanol/ H2O (2mL ), 
followed by the addition of K2CO3. The mixture was filtered and the solvent was removed. Silica gel 

15 chromatography (30% ethyl acetate/hexanes) of the concentrate afforded the title compound. 
Yield=90% colorless oil: MS (ESI+), 462 (M+H). 

The following carbamates were prepared as described in the previous example. 
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EXAMPLE SS9 

4-Chloro-N-(5-€hloro-2-(hydrozymetbyl)phenyl]-N-[3-(|N*-(3-(lH-iinidazol-l-yl) 
propylamino] carbonyl]oxy]-(R)-l-inetbylpropyI| benzenesulfonamide 

OH 




CI 

Yield=70% colorless oil: MS (ESI+), 556 (M+H). 

EXAMPLE 560 

4-Chloro-N-(5-chIoro-2.(hydroxymethyl)phenyI]-N-(3-J(N'-(2-(lH-iiiiidazoI-l-yl) 
etbylaiiiino]carbonyl]oxy]-(R)-l-methylpropyl]benzenesulfonaiiiidc 

OH 




CI 

10 Yield=75% colorless oil: MS (ESI+), 542 (M+H). 

EXAMPLE 561 

4-ChIoro-N-(5-chIoro-2-(bydroxymetbyI)phenylJ-N-[4-[[N'-[2-(lH-imidazol-l-yl) 
etbylamino] carbonyl] oxy]-(R)-l -methylbutyl] benzenesulfonamide 

T 

CI 

15 Yield=70% colorless oil: MS (ESI+), 556 (M+H). 
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EXAMPLE 56? 

4-Chloro-N-[5-chloro-2Khydroxymethyl)phenyl)]-N-[4-([N'-[3-(lH-iniidazol-l-^^^ 
propylamino]carbonyl]oxy]-(R>.l-iiiethylbutyl]benzenesulfonaiiiide 
OH 




CI 

Yield=75% colorless oil: MS (ESI+). 570 (M+H). 

EXAMT L E 56 3 

4-Chloro-N-[5-chloro-2-(hydroxymethyl)phenylJ-N.(2-I(|N'-[3KlH-iinidazol-l-yl)pro 
ethylamiiio]carbonyl]oxy]-(R)-l-inethylethyl]benzenesulfonamide 

OH 




N Y 

o=s=o o 




CI 

Yield-70% colorless oil: MS (ESI-), 567 (M-H). 

EXAMPLE 564 

4-Chloro-N-(5-chloro-2-(hydroxymethyl)phenyl]-N-[4-[[[pyrrolidiii-l-yl]carbonyl] oxy]-(R).l- 

methylbutyl] benzenesulfonamide 
OH 




CI 

Yield=70% colorless oil: MS (ESI+), 516 (M+H). 



wo 00/50391 PCT/USOO/04560 



4-Chloro-N-[S-chloro-2-(bydroxymethyI)pheiiyl]-N-[4-((N'-[2-(hydroxyethyI)-N'- 
methyIainino|carbonyl]oxy|-(R)-l-inethylbutyl]beiizenesulfonamide 

OH 



OH 




CI 

Yield=65% colorless oil: MS (ESI+), 520 (M+H). 

EXAMPLE 566 

4-Chloro-N-(2-fluorO"S-chiorophenyl)-N-(2-([N'-[3-(lH*tetra2ol-l-yI)propylainino] 
carbonyI]oxy}-(R)-l-methyletbyl]beiizenesulfonaiiiide 

o=s=o o 





CI 

10 Yield=76% colorless oil: MS (ESI+). 532 (M+H). 

EXAMPLE Sfi7 

4-Chloro-N-(2-fluoro-5-chloropheiiyl)-N-[2-[[N*-[3-(lH-tetrazol-2-yl)propylaiiunol 
carbonyl]oxy]-(R)-l-methylethyl]beiizeiicsulfonamide 

.F 



N=N 

^N^ ^N, ^ 



o=s=o o 




CI 

15 Yield=70% colorless oil: MS (ESI+), 532 (M+H). 
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EXAMPLE 568 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chiorocarbonyI)]ethyl] 

benzenesulfonamide 




F 



CI 



CI 



5 



CI 

To a stirred solution of 4-chloro-N-(5-chloro-2-fluorophenyl)sulfoanilide (10 g, 31.23 mmol). 



triphenylphosphine (12.5 g, 45.99 mmol), and ethyl-(s)-lactatc (5.43g„ 45.99mmol) in THF (300 mL) 
was added diethylazodicarboxylate (1 1.94, 68.62 mmol) dropwise at 0 under nitrogen. The reaction 
mixture was allowed to warm to room temp and stirred for 18 h, and further diluted with ethyl acetate 
(1 L) and washed with water ( 2 x 500 mL), brine (1 x 500 mL) and dried over MgS04. Filtration and 
10 concentration in vacuo, followed by silica gel chromatography (5% ethyl acetate / hexane) of the 
concentrate produced the 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(ethoxycarbonyl)]ethyl]- 
benzenesulfonamide compound, in 80 % yield (10.5g). 

To the solution of above ester (2 g, 4.76 mmol) in THF:MeOH:H2O/50:20:5 was added 
Lithium hydroxide (0.29g, 7.14mmol) and further stirred the reaction mixture for 2h. The reaction 

15 mixture was diluted with IN HCl (100 mL) and then extracted with ethyl acetate(2 x 150 mL). The 
organic layer was washed with brine and dried over MgS04, fiUered, and concentrated to give 4-chloro- 
N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-(carboxyethyl)]benzenesulfonamide as white solid in 75 % 
yield (1.4g). *H NMR (DMSO) 1.92-129 ( m, 7 H), 4.60-4.58 (d, 1 H), 4.04-4.01 (q, 1 H), 1.1 1-1.09 
(d, 2 H), MS (ESI4-) 391.87 (M + H)"". Further, the resulting carboxylic acid (1.3g , 3.31mmoL) was 

20 dissolved in CHjCU (50 mL) and DMF (0.3 mL) and oxalyl chloride (0.34mL, 3.97 mmoL ) was added 
to it. The resulting reaction mixture was stirred at rt for 1 h. It was then concentrated imder reduced 
pressure to provide the title compound in 95 % yield. 
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EXAMPLE 569 
4.Chloro-N-(5-chloro-2-fluorophenyi)-N-[(lR)-l- 
[(butylamino)carbonyl]ethyl]beiizenesulfonamide 



cr 

To the solution of N-butylamine (5.5 mg, 0.075 mmol) in 1,2 dichloroethane( 0.75 mL) in a 
minireactors was added 2% cross linked poly(4-vinyl pyridine) (12.00 mg, 0.105 mmol) resin and 




5 



solution( 0.1 M) of 4'Chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzene- 
sulfonamide (12.30 mg, 0.030mmol) in 1,2 dichloromethane. The mini reactor was stirred on the shaker 
for 12 h, followed by quenching the reaction mixture with SCX ( 92 mg, 0.06mmol ) resin and further 

10 stirred on the shaker for additional 18 h. Filtered off the resin and washed the resin 1,2 dichloroethane 
(2 X 0.2mL ) and combined solvent was collected in microtube and evaporated and the product was 
analyzed by HPLC using the column YMC S7 CI 8 (3.0 x 50 mm) with a flow rate of 5.0 mL/min and 
gradient time of 2.0 min., using the solvent composition of 10% MeOH - 90% HjO - 0.1% TFA , 90% 
MeOH -10% H2O - 0.1% TFA. The title compound was obtained with 77% purity in 54% yield; MS 

15 (ESI) 446.98 (M+H); Rf = 1.87. 



EXAMPLE 570 
4-Chloro-N.(5-chloro-2-fluorophenyl)-N-|(lR)-l-I[l2-(4- 
morpholinyI)ethyl]amino]carbonyl]ethyl]beiizenesulfonamidc 




20 



In a manner described herein, the title compound was prepared by the reaction of 4-chloro-N- 
(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl))ethyl]benzenesulfonamide with 4-(2- 

aminoethyl)morpholine (25% yield); MS (ESI) 503.99 (M+H); Rf 1.70. 
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EXANfPLE S71 
4-Chloro-N-(5-chIoro-2-nuorophenyl)-N-[(lR)-l-(|(3^- 
diphenylpropyl)aniino)carbonyl]ethyl]beiizenesulfonaiiiide 

CI 



PCT/USOO/04560 




In a manner described herein, the title compound was prepared by the reaction of 4-chloro-N- 
(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 3,3- 

diphenylpropylaminc (94% yield); MS (ESI) 584.96 (M+H); Rf 2.1. 



10 



EXAMPLE 572 

4-Chloro-N-(5-chloro-2-fluorophenyI)-N-((lR>l- 
[[(cyclopropylmethyl)aaiino]carbonyl]etliyl]beiizenesulfonainide 



CI 




15 



\ HIM 
^ H3C 

In a manner described herein, the title compound was prepared by the reaction of 4-chloro-N- 
(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
(aminomethyl)cyclopropane (47% yield); MS (ESI) 444.95 (M+H); Rf 1.80. 




N — ' 
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EXAMPLE 573 
4-Chloro-N-(5-chloro-2-nuorophenyl)-N-[(lR>-l-I[[2-(4. 
pyridinyl)ethyl]ainino]carbonyI]ethyI]benzenesuIfonaimcie 



5 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluoropheny l)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
(2.aminoethyl)pyridine (30% yield) MS (ESI) 495.92 (M+H); Rf 1.49. 

EXAMPLE 574 

10 4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-I(12-.(2,4- 

dichiorophenylethyllamino]carbonyl]ethyl]benzencsulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
15 2,4.dichlorophenethylamine. (>95% yield); MS (ESI) 562.84 (M+H); Rf 2.12. 
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EXAMPLE 575 
4-Chloro-N-(5-chloro-2-fluorophenyl>N.[(lR).l- 
[[(adainantylinethyI)amino]carbonyl]ethyl]benzenesuIfonamide 

CI 





""XT" 

5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 1- 
adamantanemethylamine (> 95% yield); MS (ESI) 538.98 (M+H); Rf 2.17. 

EXAMPLE 

4-Chloro-N-(5-chioro-2-fluorophenyl)-N-[(lR)-l- 
10 [(cyclopeiitylaitiino)carbonyl]ethyl]beiizenesulfoiiaiiiide 




H3C ^"^C-^ 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophcnyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzcnesulfonamide with 
cyclopentylamine (61% yield) MS (ESI) 458.98 (M+H); Rf 1.88. 
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EXAMPLE 577 
4-Chloro-N-(5-chloro-2-nuorophenyl)-N-[(lR)-l- 
[(cycIohexylaiiuno)carbonyl]ethyl]beiizenesuIfonamide 

CI 



PCT/US00/G4560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
cyclohexylamine(>95% yield); MS (ESI) 473.00 (M+H); Rf 1.95. 

EXAMPLE 578 

4-Chloro-N-(5-chloro-2-nuorophenyI>.N-[(lR)-l-[[(l,2394-tetrahydro-l- 
naphthalenyl)aminolcarbonyI]ethyl]beiizenesulfonaiiiide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide 1,2,3,4-*^ 
tetrahydro-l-naphthylamine (> 95% yield); MS (ESI) 520.96 (M+H); Rf 2.02. 
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EXAMPLE 579 

4-Chloro-N-(5-chioro-2-fluorophenyl>.N-[(lR)-l-[I(23-dihydro-lH- 
indenyl)amino]carbonyl]ethyl]beiizeiiesulfonaiiiide 




5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R). 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
aminoindan (86% yield); MS (ESI) 506.96 (M+H); Rf 1.97. 

EXAMPLE 5j?0 

4-Chloro-N-(5-chloro-2.fluorophenyI).N-[(lR)-l-I((lH-indazol.5-yI) 
1 0 amino]carbonyliethyI]benzenesuIfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethy I]benzenesulfonamide with 5- 
15 aminoindazole (97% yield); MS (ESI) 506.95 (M+H); Rf 1.74. 
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EXAMPLE SSI 

4-Cbloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-f[[4-(N,N-diethylaiiiino)-l 
methylbuty I] amino] car bony 1] ethyl] benzenesulfonamide 



PCT/USOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
amino-5-dielhylaminopentane (< 95% yield); MS (ESI) 532.03 G^+H); Rf 1.58. 

EXAMPLE 582 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-t(lR)-l-[[K4- 
py ridiny l)methyl] amino] carbonyl] ethyl] benzenesulfonamide 




15 



In a manner similar to previous examples, the title compound was prepared by tlie reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
(aminomethyl)pyridine (28 %yield);MS (ESI) 481.93 (M+H); Rf 1.69. 

EXAMPLE S83 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[I(2,6- 
dichorophenyl)ethyl]amino]carbonyl]ethyl]benzenesulfonamide 

XI 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]ben2enesulfonamide with 
2,6-dichorophenethylamine (94% yield); MS (ESI) 562.98 (M+H); Rf 2.04. 

EXAMPI.F 

4-Chloro-N-(5-chloro-2-nuorophenyl)-N-[(lR)-l-[[[2-[N-ethyl-N-(3- 
methylphenyl)amino)ethyl]carbonyl]etbyl]benzencsulfonaniide 

.CI 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with N- 
(2-aminoethyl)-N.ethyl-.M«toluidine (< 95% yield); MS (ESI) 551.99 (M+H); Rf 1.72. 

EXAMPLE 

4-ChIoro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l.[[(4-tert-butylcyciohexyl) 
amino] carbonyl] ethyl] benzenesulfonamide 
CI 



15 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4H:hloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]ben2enesulfonamid with 4- 
tert-butylcyclohexylamine (>95% yield); MS (ESI) 529.03 (M+H); Rf 2.20. 
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FVAMPI.E S86 
4.Chloro-N-<5-chloro.2-fluorophenyl)-N-[(lR)-l-I[[2-(2- 
thienyl)ethyl]amino]carbonyl]ethyI]beiizenesulfonamide 



PCT/USOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( IR)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
thiopheneethylamine (>95% yield); MS (ESI) 500.91 (M+H); Rf 1.90. 

KXAMPl^p g87 
4.Chloro-N-(5-chIoro-2-nuorophenyI)-N-[(lR)-l-[l(2. 
phenoxyethyOamino] carbonyl] ethyl] benzenesulfonamide 




15 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[t(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
phenoxyethylamine(>95% yield); MS (ESI) 510.95 (M+H); Rf 1.92. 
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EXAMFLE 588 

4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[(lR)-l*[[[(13-beiizodioxol-5- 
y l)inethyl] amino] carbonyljethy I] benzenesulfonamide 




5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
3,4-methylenedioxybenzylamine (>95% yield); MS (ESI) 524.93 (M+H); Rf 1.84, 

EXAMFLE 589 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-{(lR)-l-[[(3- 
10 etboxypropyl)amino]carbonyl] ethyl] benzenesulfonamid 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 3- 
ethoxypropylamine (>95% yield); MS (ESI) 476.99 (M+H); Rf 1 .79. 



BNSDOCID: <WO_0050391A1J_> 



wo 00/50391 



291 

KXAMPLE 590 
4-Chloro-N.(5-chloro-2-nuorophenyl)-N-l(lR)-l-[I[(2- 
tetrahydrofuranyl)methyI]ainino]carbonyl]ethyl]benzenesulfonaiiiide 



PCTAJSOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5 -chloro-2-fluorophenyl)-N- [[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
tetrahydrofurfurylamine (93% yield); MS (ESI) 474.99 (M+H); Rf 1.75. 

EXAMPLE 591 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-((lR)-l-[[[3-(4- 
morpholinyl)propyl]amino]carbonyl]ethyl]benzenesulfonamide 

XI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-.[[(lR)-l-(chlorocarbonyl)]ethyl]ben2enesulfonamide with 4- 
(3-aminopropyl)morpholine (44% yield); MS (ESI) 5 1 8.00 (M+H); Rf 1 .5 1 . 
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EXAMPLE S92 

4-ChIoro-N-<5-chloro-2-nuoropbenyl)-N-I(lR)-l-([[[(2R)-6jHlunethylbicycIoI3.1.1]heptan-2- 
yI]inethyI]amino)carbonyI]ethyl]benzenesalfonainide 

CI 

^ // A-V.CH, 
CH3 



H3C o 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with (-)- 
cis-myrtanylamine (>95% yield); MS (ESI) 527.01 (M+H); Rf 2.14. 




10 



EXAMPLE 591 
4-Chloro-N-(5-cbloro-2-fluorophenyl)-N-|(lR)-l-[[(4- 
phenylbutyl)aniino]carbonyl]ethyl]benzenesulfonaiiiide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl] 
benzenesulfonamide with 4-phenylbutylamine (>95% yield); MS (ESI) 522.98 (M+H); Rf 2.03. 
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y.VAMPI.F S94 

4-Chloro-N-(5-chIoro-2-nuorophenyl)-N-[(lR)-l-I[I2-(4-methylphenyI)ethyI 
ainino]carbonyl|etbyl]benzenesulfonainide 
CH3 



PCTAJSOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)- 1 -(chlorocarbonyl)lethyl)benzenesulfonamide with 2- 
(p-tolyl)ethylamine (69% yield); MS (ESI) 508.95(M+H); Rf 2.01. 

EXAMPLE 595 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(2-(4- 
flurophenyl)ethyl)ainino]carbonyl]ethyl]beiizcnesulfonainide 
F 




In a manner similar to previous examples, the title compound was prepared by the reaction of. 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[t(lR)-l-(chlorocarbonyl)lethyl]ben2enesulfonamide with 4- 
fluorophenethylamine (68% yield); MS (ESI) 512.94 (M+H); Rf 1.94. 
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EXAMTLE 596 

4-ChIoro-N-(5-chloro-2-nuorophenyl)-N-I(lR)-l-ll(2,6-dinuorophenylmethyl) 
aminolcarbonyIlethyl]beiizenesulfonaiiude 




5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)lethyllbenzenesulfonamide with 

2.6-difluorobenzylamine (75% yield); MS (ESI) 516.93 (M+H); Rr 1.86. 

F.XAMPT.E 597 

4-Chloro-N-(5-chloro-2-nuorophenyl)-N-t(lR)-l-lI(3-hydroxy-2,2- 
10 dimethylpropyl)amlnolcarbonyllethyllbenzenesulfonaiiiide 

.... r-r" 

H3C CH3 

HO^ 




cr 

In a manner similar to previous examples, the title compound was prepared by fee reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 

neopentanolamine (73% yield); MS (ESI) 476.99 (M+H); Rf 1.74. 

15 FXAMPT.E 598 

4-Chloro-N-(5-chloro-2-nuorophenyl)-N-l(lR)-l-lIN-(2-aminoethyl)-N- 
phenylamino]carbonyl]ethyl]beiizenesulfonamide 
NH2 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4.chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbony l)]ethyl] 

benzenesulfonamide with N-phenylethylenediamine (>95% yield ); MS (ESI) 509.97 (M+H); Rf 1.72. 

EXAMPLE 599 

5 4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-I[(3-iodophenyImethyl) 

amino] carbonyl] ethyl] benzenesulfonamide 
CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(IR)-l-(chlorocarbonyl)]ethyl] 
10 benzenesulfonamide with 3-iodobezylamine(>95% yield); MS (ESI) 606.78 (M+H); Rf 2.01. 

EXAMPLE m 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-((lR)-l-I[(2-(4- 
hydroxyphenyl)ethyl]amino]carbonyl]ethyl]bcnzenesulfonamide 
OH 




15 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[t( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
tyramine (44% yield); MS (ESI) 510.94 (M+H); Rf 1.73. 



BNSDOCID: <WO_0050391A1 J^> 



wo 00/50391 



296 

EXAMTLEMI 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l*[[[(3- 
py ridinyl)methyl] amino] carbonyl] ethyl] benzenesulfo namide 



PCT/USOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 3-(aminomethyl)pyridine ( 15% yield ); MS (ESI) 48L95 (M+H); Rf 1.49. 

EXAMPL E 60 2 

4-Chloro-N-(S-chloro-2-fluorophenyl)-N-[ (lR)-l-[[[(3-(N,N-dibutylamino)propyl]amino] 

carbonyl] ethyl] benzenesulfonamide 
H3C. 




CH3 o 




Ci 




15 



CI 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbony l)]ethyl] 

benzenesulfonamide with 3-(dibutylamino)propylamine (>95% yield ); MS (ESI) 560.04 (M+H); Rf 
1.74. 
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EXAMPLE 603 

4-Chloro-N-(5-€hloro-2-fluorophenyl)-N-[(lR)-l-([(3,4-difluoropheiiylmethyI) amino] carbonyl] 

ethyl]beiizeiiesulfonaiiude 
F F 

CH3 





In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl>N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
3,4-difluorobenzylamine(>95% yield); MS (ESI) 516.93 (M+H); Rf 1.91. 



10 



4-Chloro-N-(5-chloro-2-fluorophenyl)-N- [ (lR)-l-[ [(5-hydroxy-l,5-dimethylhexyl) amino] 

carbonyljethyljbenezenesulfonamide 

.CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbony l)]ethyl] 

benzenesulfonamide with heptaminol hydrochloride (22% yield);MS (ESI) 519.01 (M+H); Rf 1.69. 
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EXAMPLE 605 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[((5-chloro-2-hydroxyphenyl)aiiuno] 

carbonyl]ethyl]beiizenesulfonamide 
CI 



CI 




H3C 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 2-amino-4.chlorophenol (50% yield); MS (ESI) 516.87 (M+H); Rf 1.93. 

EXAMPLE 606 

4-Chloro-N-(5-chIoro-2-fluorophenyl)-N-[ (lR)-l-I(tetradecylaiiiino)carbonyl]ethyl] 

benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5 -chloro-2-fluorophenyl)-N- [[( 1 R)- 1 -(chlorocarbony l)]ethy IJbenzenesulfonamide with 1 - 
tetradecylamine (38% yield).; MS (ESI) 587.07 (M+H); Rf 2.73. 
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EXAMPLE 607 

4-Chioro-NK5-chloro-2-fluorophenyl)-N-I(lR)-l-lI(trans-4hydroycyclohexyl)aininol 

carbonyl]ethyl]beiizeDesulfonainide 
CI 




■tC 



J H 



5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with trans-4-aminocyclohexanol hydrochloride (29% yield); MS (ESI) 488.99 
(M+H); Rf 1.69. 

10 4.Chloro-N-(5-chloro-2-fluorophenyl)-N-I(lR)-l-I[I2-(2-pyridinyl) 

amino] carbonyl] ethyl] benzenesulfonamide 




cr 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
1 5 (2-aminoethyl)pyridine (>95% yield);MS (ESI) 495.96 (M+H); Rf 1 .69. 
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EXAMPT.E609 

4-Chloro-N-(5-chloro-2-flaorophenyI)-N-[ (lR)-l-|[(3-(2-methyl-l-piperidinyl) 
aiiiino]carbonyl]ethyIlbenzenesuIfonamide 

CI 




5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)-l -(chlorocarbonyl)]ethyl] 

benzenesulfonamide with l-(3-aminopTopyl)-2-pipecoline (>95% yield); MS (ESI) 529.98 (M+H); Rf 



1.68. 



10 



EXAMPLE 610 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-KlR)-l-[l[(2-pyridinyl)methyl 
amino] carbonyl] ethyl)benzenesulfonamid 




15 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 2-(aminomethyl)pyridine (>95% yield); MS (ESI) 482.04(M+H); Rr 1.69. 



eNSOOCID: <WO_0050391A1_L> 



wo 00/50391 



301 

EXAMPLE 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-((lR)-l-[[(4- 
inethyIcyclohexyI)ainino)carbonyl]ethyl]beiizenesulfonamide 

CI 



PCT/USOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
methylcyclohexylamine (>95% yield); MS (ESI) 487.00 (M+H); Rf 2.01. 

EX AMPLE ^12 

4-Chloro-N-(5-chloro-2-fluorophenyl).N-l-[Il(lR)-l-(hydroxymethyl)-2-[(phenylmethyI)thiol- 

ethyl]ainino]carbonyl]beiizenesulfonamide 




15 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 
bcnzenesulfonamide with S-benzyl-L-cysteinol (75% yield); MS (ESI) 570.93 (M+H); Rf 1.95. 

EXAMPI^E 613 

4-Chloro-N.(5-chIoro-2-fluorophenyl>-N-[ (lR)-l-I[(2-hydroxy.l,l-dimethylethyl) 
amino]carbonyl]ethyl]beiizenesulfonamide 

Xi 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbony l)]ethyl] 

benzenesulfonamide with 2-amino-2-methyl-l-propanol (58% yield);MS (ESI) 462.96 (M+H); Rf 



1.71, 



EXAMPLE 614 

4-Chloro-N-(5-chioro-2-fluorophenyl)-N-[(lR)-l-[(cycloheptylamino)]carbonyl]ethyl] 

benzenesulfonamide 
CI 




\ HI 
^ H3C 



C N-< 



10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
cycloheptylamine (83% yield);MS (ESI) 487.00 (M+H); Rf 2.00. 

EXAMPLE 615 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(4-oxapentyl)amino]carbonyl]ethyl] 

benezenesulfonamide 



15 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5 -chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbony l)]ethyl] 

benzenesulfonamide with 3-methoxypropylamine (96% yield); MS (ESI) 462.97 (M+H); Rf 1.73. 
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EXAMPLE 616 
4-Chloro-N-(5-chloro-2-nuorophenyl)-N-l(lR)-l-[[(3- 
methyIcyclohexyl)ainino]carbonyl]ethyl]benezenesulfonaiiiide 

CI 



PCT/USOO/04560 




10 



CH3 

H3C N ( } 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]ben2enesulfonamide with 3- 
methylcyclohexylaminc (76% yield); MS (ESI) 487.01 (M+H); Rf 2.01. 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N.[(lR)-l-Il[4-l2,4-bis(l,l-dimethylpropyl)- 
p henoxy ] butyl] amino] carbonyl] ethyl] benzenesulf onamide 
CH3 




In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-NK5-chloro-2-fluorophenyl)-N-[[(lR)- 1 -(chlorocarbonyl)]ettiyl] 

benzenesulfonamide with 4-(2,4-di-tert-amylphenoxy)butylamine (94% yield); MS (ESI) 679.1 
15 (M+H); Rf 2.60. 



BNSDOCID: <WO_0050391A1 J.> 



wo 00/50391 



304 

EXAMPLE 618 

4-Chloro-N-(S-chloro-2-nuorophenyl)-N-[(lR).l-[l|l-(hyroxymethyl)-2 
inethylpropyl]amino]carbonyl]cthyl]beiizenesulfonaiiiide 

.CI 
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10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
DL-valinol (66% yield);MS (ESI) 477.00 (M+H); Rf 1 .77. 

EXAMriUE m 

4-Chloro*N-(5-chloro-2*fluorophenyl)'N-[(lR)-l-[[(6-hydroxyhexyl)amino]carbonyI ]ethyl] 

benzenesulfonamide 



HO 




15 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 6- 
amino-l-hcxanol (39% yield);MS (ESI) 490.98 (M+H); Rf 1.72. 

EXAMPLE MO 
4-Chloro-N-(5-chIoro-2-fluorophenyl)-N-I(lR)-l-lI(lR)-(l- 
cyclohexylethyl)amino]carbonyl]ethyl]beiizenesulfonaniide 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
(R).(.).l.cyclohexylethylaminc (76% yield);MS (ESI) 501.00 (M+H); Rf 2.07. 

F.XAMPLE 621 

4-Chloro-N-(5-chloro-2-nuorophenyl)-N-l(lR)-l-I(((2-(piperidinyl)etbyll 
amino] carbonyl) ethyl] benzcnesulfonamide 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( IR)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 1 - 
(2-aminoethyl)piperidine (20% yield); MS (ESI) 502.05 (M+H); Rr 1.69. 

EXAMPLE 622 
4-Cliloro-N-(5-chloro-2-fluorophenyI)-N-[(lR)-l-lI(2-(4- 
methoxyphenyl)ethyl]ainlno]carbonyl]ethyl]benzenesulfonamide 

,CH3 




15 



In a manner similar to previous examples, the title compoimd was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
methoxyphenethylamine (64% yield); MS (ESI) 524.97 (M+H); Rr 1.91. 
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EXAMPLE m 

4*Chioro-N-(5*chloro-2-fluorophenyI)-N-[(lR)-l-[[N-(2-aminoethyl)-N-(5-nit^^ 

amino]carbonyl]ethyl]beiizenesulfonaiiiide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
(2.aminoethylamino)-5-nitropyridine (>95% yield); MS (ESI) 555.93 (M+H); Rf 1.80. 



10 



gXAMP L E 624 

4-Chloro-N-(5-chloro-2-nuorophenyl)-N-[(lR)-l-[[I(lS)-2hydroxy-l- 
(phenylmethyl)ethyl]amino]carbonyl]ethyl]benzencsulfonamide 

.CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with L- 
phenylalaninol (75% yield); MS (ESI) 524.96(M+H); Rf 1.87. 
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EXAMPLE 62g 

4-Chloro-N-(5-chloro-2-fluorophenyl)>N-I(lR)-l-[|(2,5-difluorophenylinethyl) ainino]carbonyl 

] ethyl]benzenesiilfonaiiude 
CI 




10 



\ Hill 
^ H3C 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
2,5-difluorobenzylamine (93% yield); MS (ESI) 516.93 (M+H); Rf 1.88. 

EXAMPLE m 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-(II(2- 
thienyl)nietbyl] amino] carbonyl] ethyl] benzenesulfonamide 




In a manner similar to previous examples, the title compound was jH'epared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
aminomethylthiophene (67% yield); MS (ESI) 486.91 (M+H); Rf 1.84. 
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F.YAMPI.E 627 

4-Chloro.N-(5-chloro-2-nuorophenyI)-N-((lR)-l-(((2R)-(bicyclot2.2.11hept-2- 
yl)ainino]carbonyllethyl)beiizenesulfonamide 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
cxo-2-aminononobomane (77% yield); MS (ESI) 485.00 (M+H); Rf 1.96. 

F.XAMPT.E 628 
4-ChIoro-N-(S-chloro-2-fluorophenyl)-N-((lR)-l-IlI(2- 
fluorophenyl)ethyllamino]carbonyllethyllbenzenesuIfonamlde 




15 



In a manner similar to previous examples, &e title compound was prepared by the reaction of 
4-chloro-N-(5-chloK)-2-fluorophenyl)-N-[[(lR)-l-(chlorocaibonyl)]ethyl] 

benzenesulfonamide with 2-fluorophenethylamine (80% yield); MS (ESI) 512.94 (M+H); Rf 1.93. 

EXAMPLE «9 

4-Cliloro-N-(S-chloro-2-fluorophenyI>-N-l(lR)-l-l[(4-hydroxybutyl) 
amino]carbonyI]etliyl]beiizenesttlfonaiiilde 

-CI 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-NK5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]ben2enesulfo^ with 4- 

amino-l-butanol (24% yield); MS (ESI) 462.97 (M+H); Rf 1.63. 

EXAMPLE 630 
4.Chloro-N-(5-chloro-2-fluorophenyI)-N-((lR)-l-[[(4- 
methoxyphenylmethyl)amino] car bony I] ethyl] benzenesulfonamide 




CI 

In a maimer similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(l R)- 1 -(chlorocarbonyl)]ethyl]ben2enesulfonamide with 4- 
10 methoxybenzylamine (60% yield); MS (ESI) 510.95 M+H); Rf 1.86. 

EXAMPLE 631 

4-ChIoro-N-(S-chloro-2-lluorophenyl)-N-[(lR)-l-([(3,4,5-trimethoxyphenylmethyI) 
amino]carbonyl]ethyI]beiizenesulfonamide 
CI 




O 

/ 
H3C 

15 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
3,4,5.trimethoxybenzylamine (94% yield); MS (ESI) 570.95 M+H); Rf 1.80. 
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EXAMPLE 63? 

4-Chloro-N-(5*chloro-2-fluorophenyl)-N-I(lR)-l-[[|2-[[2-(hydromethyl)phenyI]thio]- 
phenylinethyI|aiiiino]carbonyl]ethyl]beiizenesulfonaiiiide 




HO ^ 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( IR)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
(2-(aminomethyl)phenylthio)benzylalcohol (>95% yield); MS (ESI) 618.95 (M+H); Rf 1.97. 



10 



4-Chloro-N-(5-chIoro-2-fluorophenyl)-N-((lR)-l-[[(2,6-dimethoxypheiiylinethyl) 
amino] carbony 1] ethyl] benzenesulfonamide 
CI 




0-CH3 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
2,6-dime(hoxybenzylamine (>95% yield); MS (ESI) 540.96 (M+H); Rf 1.95. 



BNSOOCIO: <WO_00S0391A1J„> 



wo 00/50391 PCT/USOO/04560 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-I(lR)-l-l((3,5-dlchorophenylmethyi) 
amino] carbo&yl] ethyl| benzenesulfonamide 

CI 




CI 



5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 3 ,5- 
dichlorobenzylamine (65% yield); MS (ESI) 548.81 (M+H); Rf 2.07. 

EXAMPLE 635 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[[4-(l,23-thiadiazol-4- 
10 yl)phenylmcthyllaminolcarbonyl]ethyllbenzenesuIfonamide 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
R4.(l,2,3-thiadiazoM-yl)benzylamine (84% yield);MS (ESI) 564.91 (M+H); Rf 1.82. 

15 EXAMPLE 636 

In Vitro Cell-Based Assay of Inhibitors of Amyloid P Production 

Transfected H4 (human neuroglioma) cells stably expressing APP constructs are used to 
identify and assess inhibitors of Ap production. In brief, cells lines are exposed to compounds, and the 
effect of each compound on amyloid P production is determined by measuring the amount of amyloid P 
20 produced using an enzyme linked immunosorbent assay (ELISA) that detects amyloid p (see, for 
example, Seubert et aL, (1992) Nature, 252:325-327). 

Transfected cells that stably express wild-type and variant forms of APP are plated in 96-well 
format plates at a density sufficient for the rapid detection of the secreted amyloid p (experimentally 
predetermined for a particular stable cell population). Cells are plated at least six hours prior to the 
25 introduction of the test compound at which time the growth medium is replaced by fresh medium 
containing the compound to be tested. All synthetic agents are initially screened at doses ranging from 
10-100 jiM. Higher dilutions of agents can be used to minimize cytotoxicity. Incubation of cells v^rith a 
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test compound continues for approximately 16 hours at which time aliquots of medium from each well 
are removed and assayed for amyloid p. 

ELISA is carried out by methods known in the art (see, e.g., Haass et aL, Antibodies: A 
Laboratory Manual, Harlow and Lane, Editors, Cold Spring Harbor Press, 1988) The capture antibody 
5 is typically a mouse monoclonal (IgGl/kP-APPa) which recognizes the carboxyl terminal epitope of 
amyloid p. The specificity of the capture antibody insures measurement of amyloid P without 
interference from other secreted APP fragments that share amino acid sequence (amyloid P 1-16) 
homology with amyloid p but lack the carboxy-terminal region. The detecting antibody is typically an 
affinity-purified rabbit polyclonal antibody that is specific for the amino terminus of amyloid p. 

10 Results from test compounds are compared to results obtained when cells are treated with 

control agents. Amyloid p levels are determined by comparison to a standard curve obtained by 
subjecting a range of known amounts of amyloid p to the ELISA. 

A compound is identified as "active" when it inhibits cellular production of amyloid p relative 
to levels in control samples by at least 50% at the initial tested concentration without significant 

15 cytotoxicity. Active compounds are then assayed in dose-response experiments to determine the lowest 
dose of compound necessary for inhibition of amyloid P production. The results obtained when 
invention compounds are subjected to the above described assay results are summarized in Table B. In 
the table, an inhibitory concentration (IC50) of less than or equal to 25 nM is represented by M i l l; 
50nM > IC50 > 25 nM, by -i~H-f; 100 nM > IC50 >50 nM, by +++; 500 nM > IC50 > 100 nM, by ++; IC50 

20 > 500 nM is represented by +. Compounds which did not display measurable activity in this assay are 
represented by 
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NUMBER 


Acnvm' 


COMPOUND 


1 


Mill 


4.chloro-N>(2.5-difluoropheny 1)-N*(( 1 R)- 1 - { 2-I4-{ 1 , 1 -dioxido-4-Uiiomorpholinyl)-4. 
oxobutyl]-4-fluorophcnyl}elhyI)benzenesulfonaniide 


2 


Mill 


4-chloro-N-(2,5-dinuorophenyl).N-(( I R> 1 - {2-[4-{ 1 , 1 -dioxido-4-thiomorphoIinyl)-4- 
oxobutyl)-4-fiuorophenyl}eihyl)benzcnesulfonaiTiidc 


3 




4-chloro-N-(2.5-dinuorophenyl)-N-(( 1 R)- 1 - {4-nuoro-2-[4-oxo-4-(4- 
thiomorphoHnyl)butyi]phenyl}ethy()benzenesuIfonamide 


4 


II II 1 


4-chloro-N-(2,5-difluoropheny !)-N-(( 1 R)- 1 - {4-nuoro-2-[3-(4-methyl- 1 -piperaziny l)-3- 
oxopropyI]phenyl}ethyl)benzenesulfonaniide hydrochloride 


5 


1 M M 


4-chloro-N-(2,5-difluorophenyl)-N-({lR)-l-{4-fluoro-2-[3-oxo-3-(4- 
thiomorpholinyl)propyl]phenyl}ethyl)ben2enesulfonamide 


6 


1 M 1 1 


4-chloro.N-(2,5-dinuorophenyl)-N-{{ 1 R)- 1 -{4-fluoro-2-[3-( I - 
piperidinyl)propyIJphenyJ}ethyl)benzcnesuIfonamide 


7 


Mill 


4-chloro-N-(2,5^ifluoropheny I)-N-( 1 -{2-[3«( 1 H-imidazol- 1 - 
yl)propoxy]phenyl}ethyi)benzenesulfonamide 


8 


MM! 


4-chloro-N-(2.5-difluorophenyI)-N-{2-(3-(l- 
pipcridinyl)propoxy]bcnzyl}benzenesulfonamide hydrochioride 


9 


1 1 II 1 


4-chloro-N-(2,5-difluorophenyI)-N-{2-[3-( I - 
piperidinyl)propoxy]benzyl}benzenesulfonainide hydrochloride 


10 


MM! 


4.chIoro-N-(2,5-difluoropheny 1)-N- {2-[3-( 1 - 
piperidinyl)propoxy)benzy]}benzenesulfonamlde hydrochloride 


It 


Mill 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3H[l- 
piperidinyl)propoxy]benzyl}ben2enesuifonamide hydrochloride 


12 


II 1 1 I 


methyl (2R)-2-[(tcrt-butoxycarbonyI)amino]-3-{[2-((lR)-l-(f(4-chlorophenyl)sulfonyl]-2,5 
dif1uoroaniiino}ethyl)-5-fluorobenzyl]su]fonyl}propanoate 


13 


(Mil 


4-chloro-N-(2,5-difluorophenyl)-N-((l R)- 1 -{2-(3-( 1 - 
piperidinyI)propyI]phenyI}ethyI)benzenesulfonamide hydrochloride 


14 


Mill 


ethyl 4-[2-(( 1 R)- 1 -{ [(4.chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl>5- 
fl uoroph eny I ] butanoate 


15 


Mill 


4-chloro-N-(2,5-difluorophenyl)-N-((lR)-!-{4-fluoro-2-(3-(4-methyM-pipera2inyl)-3- 
oxopropy 1] phenyl } ethy I )benzenesulfonam ide 


16 


Mill 


4-chloro-N-{2,5-difluorophenyI).N-((lR).l-{4-fluoro-2-[3-(2H-tetraa2ol-2- 
y l)propy I]pheny 1 } ethy l)benzenesulfonamide 


17 


Mill 


4-[2-{(lR)-l-{5-chloro[(4-chlorophenyl)sulfonyl]-2-fluoroanilino}ethyl)-5- 
f1uorophenyl]butanoic acid 


18 


M 1 M 


4-chloro-N-(2,5-difluorophenyl).N-(( 1 R)- 1 -{4.fluoro-2-[2-(3- 
pyridinylmethoxy)cthyl]phenyl}ethyl)beIlzenesulfonamide hydrochloride 


19 


Mill 


4-chloro-N-(2,5-difiuorophenyl)-N-((lR).l-<4-fluoro-2-{4- 
[(methylaniino)sulfonyl]butyI}phenyl)ethyl]ben2enesulfonamide 


20 


Mill 


4-chloro-N-(2,5-difluorophenyl)-N-[(lR).l-{4-fluoro-2-{4- 
((methyiamino)sulfonyl]butyl}phenyl)ethyl]benzenesulfonamide 


21 


II 1 1 1 


4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l.{4-fluoro-2-[3- 
(melhylsulfonyl)propyl]phenyl}ethyl)bcnzenesulfonamide 


22 


MM! 


4-chloro-N-(2,5-difluoropheny l)-N-[( 1 R)- 1 -(4-fluoro-2- {4- 
[(methylaInino)sulfonyl]butyl}phcnyI)ethyl]benzenesulfonamide 


23 


MM! 


4-[2-((lR)-l-{[(4-chlorophenyl)su!fonyl]-2,5-dinuoroaniIino}ethyl)-5- 
fluorophenyljbutanoic acid 


24 


Mill 


4-chloro-N-(2,5-difluorophenyl)-N-(( 1 R). 1 - {4-fluoro-2-[3-( 1 - 
piperidinyl)bulyl]phenyl}ethyl)benzenesulfonainide hydrochloride 


25 


Mill 


2-((lR)-l-.{{(4-chlorophenyl)sulfonyl)-2,5-dif]uoroanilino}cthyI)benzyl 4- 
thiomorpholinecarboxylate 


26 


Mill 


4-chloro-N-(2.5-dinuorophenyl)-N-((lR)-l-{2-[3-{ethylsulfonyl)propyl]-4- 
fluorophenyl}ethyl)benzenesulfonaniide 


27 


Mill 


4-chloro-N-(2,5-difluorophenyl}-N-((lR)-l-{2-[3-(ethylsulfonyl)propyl]-4- 
fluoropheny!}ethyl)benzenesulfonamide 


28 


Mill 


4-chloro-N-(2.5-difluoropheny l)-N-(( 1 R)- 1 - { 4-fluoro-2-[4-(4-methy 1- 1 -piperaziny l)-4- 
oxobutyl)phenyl}ethyl)benzenesulfonamide hydrochloride 


29 


Mill 


4.chloro-N'(2,5-difluorophenyl)-N-((lR>l-{4-nuoro-2-(2-(4- 
pyridinylinethoxy)ethyl|phenyl}ethyl)benzenesulfonan)ide hydrochloride 
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NUMBER 


ACTIVITY 


COMPOUND 


30 




5-[2-(( I R)- 1 -{ t(4-chlorophcny Osulfony lJ-2.5-difluoroaniIino}cthyl)-5- 
fluorophenyljpcntanoic acid 


31 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI J-N-(( 1 R)- 1 - {2-[3-( I H-imidazoI- 1 - 
y l)propy l]pheny 1 } ethyl)benzenesu!fonamide 


32 




4.chloro-N-(2,5-difluorophenyl)-N-(( I R)- 1 - {4-fiuoro-2-[3-( I H- 1 ,2,4-tria2ol- 1 - 
yl)propyl]phenyI}ethyl)bcnzenesulfonaniide 


33 




4-chloro-N-(2.5-difluorophenyI)-N-(( I R)- 1 -{4-fluoro-2-[4-( 1 H-imidazol- 1 - 
y l)butyl]phenyl }elhyl)bcnzenesuIfonamide hydrochloride 


34 




4-(2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino}ethyl)-5- 
fluoropheny!]butanoic acid 


35 




4-chloro-N-(2,5-dinuoropheny I)-N-[( 1 R)- 1 -(4-fluoro-2- { 3- 
[(methylamino)sulfonyl]propyI}phenyl)ethyl]benzenesulfonamide 


36 




methyl (2R)-2-((tert-butoxycarbony I)amino]-3- { [2-(( 1 R)- 1 - { [(4-chlorophenyl)suIfony l]-2,5 
difluoroaniIino}ethyl)-5-fluorobenzyl]suIfanyI}propanoate 


37 




4-chIoro-N-(2,5-difluorophcnyl)-NK( 1 R>- 1 -{4.fluoro-2.[4-oxo-4-( 1 - 
piperidiny l)butyl]pheny 1 } ethyl)ben2cnesulfonamide 


38 




3't2-(( I Ky 1 -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyI]propanoic acid 


39 




3-[2-((lR)-l-{[(4.chlorophenyI)sulfonyl]-2,5-difluoroanUino}cthyl)-5- 
fluorophenyl]propanoic acid 


40 




N-(tert-butoxy)-4-[2-(( 1 R)- 1 - { [(4-chIoropheny l)sulfonyl]-2.5-difluoroanilmo}ethyI>5. 

fluoropheny 1] butanamide 


41 




4^1oro-N-(2,5-difluorophenyl)-N-((IR).l-{2.[3-(lH-iinida2ol.l- 
yl)propyl]phenyl}ethyl)benzenesulfonamide hydrochloride 


42 




4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{2.[3-(IH.imidazol-l. 
yl)propyl]phenyl)ethyl)benzenesulfonaniide hydrochloride 


43 




4-chloro-N.(2,5-difluoropheny l)-N-(( I R)- 1 -{2- [3-( 1 H-imidazol- 1 - 
yl)propyl]phenyl}ethyl)benzenesulfonainide hydrochloride 


44 




4.chloro-N-(2,5-difluorophenyl>N-((lR)-l-(2-[3-(lH-imidazoM- 
y Opropy l]pheny I }elhy Obenzenesulfonamide hydrochloride 


45 




4-chloro-N.(2,5-difluoropheny I>N-({ 1 R> N{4-fluoro-2-[4- 
(methylsulfonyl)butyl]phenyl}ethyl)benzenesulfonafnide 


46 




4-chloro-N-(2,5.difluorophenyI)-N-((lR)-l-{4-fluoro-2-[4- 
(methylsulfonyl)butyl]phenyl)ethyI)benzenesu]fonamide 


47 




4-chloro-N-(2,5-difluorophenyI)-N-[(lR>-l-(2-{3-[(dimethyIamino)sulfonyl]propyl}-4- 
fluorophenyl)ethyl]benzenesulfonainide 


48 




4^hloro-N.(2.5^ifluorophenyl)-N<(l Ky I -.{4-fluoro-2.[4-( 1 - 
piperidinyl)buty l]pheny 1 )ethyI)benzenesulfonainlde hydrochloride 


49 




4-chloro-N-(2,5-difluorophcnyl)-N-(l-{2-[3-{4H-1.2,4.triazol-4- 
y Opropoxy Ipheny I } elhy!)benzenesu!fonainide hydrochloride 


50 




4.chloro-N-(2,5-difluorophenyl)-N-((lR)-l-(2-{3-[{ethylamino)sulfonyl]propyl}-4- 
fluorophenyl)ethyI]benzenesulfonainide 


51 




4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - { 4-fluoro-2-[3-( 1 H-tetraazol- 1 - 
yl)propyI]phenyl}elhyl)benzenesulfonaniide 


52 




4-chloro-N-(2,5-dinuorophenyI).N-(( 1 R)- 1 -{2-[{ethylsulfonyl)methyI)-4- 
fluoropheny 1 } ethy l)benzenesulfonamide 


53 




4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 -{4-fluoro-2-[3-( 1 H-imidazol- 1 - 
yl)propyI]phenyl }ethyI)benzenesulfonainide hydrochloride 


54 




4-chloro-N-{2.5-difluorophenyl)-N-(( 1 R)- 1 - { 4-fluoro-2-[3-( I H-imidazoU 1 - 
yl)propyI]phenyl}ethyl)bcnzenesulfonamide hydrochloride 


55 


444^ 


4.chloro.N-(2,5-difluorophenyl)-N.((lR)-l-{4.nuoro-2-[3-(lH-imida2o|.l- 
yl)propy{]phenyl}ethyl)benzenesuIfonaniide hydrochloride 


56 




4-[2-((lR)-l-{[(4.chlorophenyI)sulfonyl]-2,5-dinuoroanilino}ethyl).5-fluorophenyl]-N- 

methoxybutanamide 


57 




N-{3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}elhyl)phenoxy]propyl}- 

N,2,2-lrimethylpropan amide 


58 




4-chloro-N-(2,5-dinuorophenyl)-N-{(lR)-l^{4.fluoro-2-(3- 
hydroxybutyl)phenyI]elhyl}benzenesulfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


59 


< 1 n « 


4-chloro-N-(2,5-dinuorophenyl)-N-[(l R). 1 .(2-{4-((elhy lamino)sulfonyl]butyl }-4. 
fluorophcnyl)ethyl]benzenesulfonaniide 


60 


1 t n 1 


4-chIorcHN-(2,5-difluorophenyl>N-( 1 - { 4.nuoro-2-[3-( 1 H-imidazoI- 1 - 
yl)propyl]phenyl}ethyl)benzene5ulfonaniide hydrochloride 


61 


M i M 


N-{4-[2-((lR)-l-{((4-chlorophenyl)sulfonyl]-2,5-difluoroanilino)cthy!)phenoxy]butyU 

melhoxy-N-melhy 1 acetam ide 


62 


\ I \ \ I 


methyl 3-{ l2-(( 1 R)- 1 -{ [(4.chloropheny l)sulfonylJ-2,5-dinuoroaniIino}ethy l)-5- 
nuorobenzyl]suifonyl)propanoate 


63 


M 1 M 


2-[2*(( 1 R)- 1 - { [(4-chIorophenyl)suIfonyl]-2,5-difluoroanilino}ettiyl)phenyI]ethyl 4- 

thiomorpholinecarboxylate 


64 


Mill 


4-chloro-N.(2,5-dinuoropheny l)-N-({ 1 R)- 1 - { 2-[3-(ethylsulfanyl)propyl]-4- 
nuorophenyl}ethyl)benzenesutfonaniide 


65 


Mill 


4-chloro-N-(2.5-difluorophenyl>NK( 1 R> 1 •{2-[4-(elhylsulfonyI)butyll.4- 
fluoropheny 1 }ethy !)benzenesulfonamide 


66 


11 1 II 


4^hloro-N.(2,5^ifluorophenyl)-N-((lR)-I-{2-I4-(elhy!sulfonyl)butyl]-4- 
fluorophenyl}ethy!)benzenesulfonaniide 


67 


M 1 M 


4-chIoro-NK2,5-difluoropheny 1).N.(( I R)- 1 - { 2-[3-( 1 H-imidazoU i - 
yl)propoxy]phenyl)ethyl)ben2enesulfonamide hydrochloride 


68 


M M { 


4-[2-(l-{[(4-chlorophenyI)sulfonyll-2,5-di£luoroaniIino}ethyl)-5-fiuorophenyl]butanoic 

acid 


69 


Mill 


4-chIoro-N-{2,5-difluoropheny!)-N- {( I Ry I -[4-fluoro-2-{4- 
hydroxypentyI)phenyl]ethyl}ben2enesulfonamide 


70 


Mill 


methyl (2R)-2-[(iert-butoxycarbonyl)amino].3.({3-[2.((lR)-l-{((4.chlorophenyl)sulfonyl]- 
2,5-difluoroaniIino}ethy])-5-fluorophenyl]propyl}sulfanyl)propanoate 


71 


1 1 M 1 


4-chloro-N-(2,5-dIfluorophenyl)-N-((l R)-l -{2-[3-( 1 H-tctraazoJ- 1 - 
yl)propoxy]phenyl}ethyl)benzenesulfonamide 


72 


i M 1 1 


4-chloro-N-(2,5-difluorophcnyl).N-(( 1 Ky 1 -{2-[3-< 1 H-imidazoK 1 - 
yl)propoxy]phenyl)ethyl)benzenesulfonamide hydrobromide 


73 


1 1 1 1 1 


4-chloro-N-(2,5-dinuoropheny l)-N-(( 1 R)- 1 -{4-fluoro-2-I3-oxo-3-{ 1 - 
piperidinyl)propyl]phenyl}ethyl)benzenesulfonamide 


74 


Mill 


4-[2-((lR)-l-{[(4-chIorophenyl)sulfonyI)-2,5-difluoroaniIino}ethyI)-5-fluorophenyI]-N- 

methoxy-N-methylbutanamide 


75 


M i M 


methyl (2R)-2.[(tert.butoxycarbonyl)am ino]-3-({ 3.[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfony 1]- 
2,5-difluoroaniHno }ethyl)-5-fluoropheny l]propy i } sulfonyl)propanoate 


76 


MM! 


4^hloro-N-(2,5-dichlorophenyl).N-{2-[3.(Woxido-l- 
piperidiny l)propoxy Jbenzy 1 } benzenesulfonamide 


77 


MM! 


4-chloro-N-<2,5-dichlorophenyI)-N-{2-[3-{ 1 -oxido- 1 - 
piperidiny l)propoxy]benzyl } benzenesulfonamide 


78 


1 II II 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-( 1 -oxido- 1 - 
piperidiny l)propoxy] benzyl } benzenesulfonamide 


79 


Mill 


4-chioro-N-{2,5-dinuorophenyl)-N- { 2-[3-{ 1 , 1 ,4-lrioxido-4- 
thiomorpholinyl)propoxy]benzyl}benzenesulfonamide 


80 


MM! 


4.chloro-N.(2,5-difluorophenyI)-N-(( 1 R)- 1 -{2-[3-( 1 - 
piperidinyl)propoxy]phenyl)ethyl)benzenesulfonamidc hydrochloride 


81 


M M t 


methyl ({2-[2-((lR)-l.{[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}ethyl).5- 
fluorophenyl]elhyl}suIfinyl)acetate 


82 


Mill 


4-chloro-N-(5-chloro-2-fluorophenyl)-N-((lR>l«{2-[3-(lH-imidazol-l- 
yl)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 


83 


Mill 


methyl 3-({2-[2.((lR)-l-{({4-chlorophenyl)sulfonyI]-2,5-dinuoroaniiino}ethyl)-5- 
fluorophcnyI]ethyl}sulfanyl)propanoate 


84 


II II 1 


4-bromo-N-(2,5-difluorophenyI)-N-{2-[3-(l- 
piperidinyl)propoxy)benzyl}benzenesulfonamide hydrochloride 


85 


1 M M 


4-chloro-N-{2-[3-(diethylnitroryi)propoxy]bcnzyl}-N-(2,5- 
difluorophenyObenzcnesuIfonamidc 


86 


Mill 


4-chloro-N- { 2-[3-(diethy Initrory l)propoxy ]benzy I } -N-(2,5- 
difluorophenyl)benzencsulfonamtde 


87 


Mill 


2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)-5-fluorobenzyl 4-methyU 

1 -piperazinecarboxylatc 
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NUMBER 


ACTIVITY 


COMPOUND 


88 


1 M It 


4.chloro-N-(2,5-difluorophenyl).N.((lRVl-{2.(3.(2H-telraazol-2- 
yi)propoxy]phenyl)ethyl)ben2enesulfonamide 


89 


Mill 


4-chIoro-N-(2,5-difluorophenyl)-N-({l-[3-(l-piperidinyl)propoxy]-2. 
naphthy 1} methy])benzenesulfonainide hydrochloride 


90 


1 1 M 1 


4.chloro.N.(2,5-difluorophenyl)-N-(( 1 R)- 1 -{2-13-(4-methyl- 1 H-pyrazol- 1 - 
yl)propoxy]phenyl}cthyl)benzenesuIfonamide 


91 


Mill 


4«chloro-N-(2,5-difluorophenyI)-N-{( 1 R)- 1 - {4.fluoro-2-[2-(2- 
pyridinylmethoxy)ethyI]phenyl}ethyl)benzenesulfonamide hydrochloride 


92 


1 M 1 1 


4-[2-(( 1 R)- 1 -{[{4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorophenyl]-N- 

methylbutanamide 


93 


Mill 


N-(allyloxy)-4.[2-((lR)-l-{{(4-chloropheny!)sulfonyI]-2,5.difluoroanilino}ethyl).5. 

fluoropheny 1] butanam ide 


94 


Mill 


4-chioro-N-(2,5.difluorophcny l)-N-(( 1 R)- 1 - {4-fluoro-2-[4-(4- 
thiomorpholinylsulfonyl)bulyl]phenyl}ethyl)benzenesulfonainide 


95 


M M 1 


methyl ( { 2-[2-(( 1 R> 1 - { [(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino }ethyI)-5. 
fluorophenyl]ethyl}su!fanyl)acetale 


96 


M 1 M 


4-chloro-N-(2,5-difluoropheny I)-N-(( I R)- 1 -{ 4-fluoro-2-[3- 
{methylsulfanyl)propyl]phenyl}ethyl)benzenesulfonamide 


97 


1 II M 


2-(( 1 R)- 1 - { [(4.chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyI)-5-fluoroben2yl 4- 

thiomorpholinecarboxylate 


98 


Mill 


4-chloro-N-{2,5-difluoropheny l>N-(( 1 R)- 1 -{2.[3-( I H-tetraazol- 1 - 
y l)propy llpheny 1 } ethyl)ben2enesulfonamide 


99 


MM! 


4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(4-nuoro-2-{4- 
[methoxy(niethyl)amino]buly 1 } pheny l)ethy I]benzencsuIfonamide 


100 


Mill 


4-chIoro-N-(2,5-difluoropheny I)-NK( 1 R)- 1 - { 2-[3-( 1 H-tetraazol- 1 - 
yl)propyllphenyl}ethy!)ben2cnesulfonamide 


101 


Mill 


3-[2-({lR)-l.{[(4-chlorophenyl)sulfonyIJ-2,5-difluoroanilino}cthyI)-5-fluorophenyl]-N-I2- 

(4-morphoIinyl)ethyl]propanamide 


102 


M M t 


4-chloro-N-(2,5-difluorophenyI)-N- {( I R)- 1 -t4-fluoro-2-(4- 
oxopentyl)phenyl]ethyl}benzenesulfonamide 


103 


11 M 1 


4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l.[4-fluoro.2-(4- 
oxobutyl)phenyI]ethyI}ben2encsulfonamide 


104 


M M t 


4-[2K(lR)-l-{[(4-chIorophcnyl)sulfonyI]-24-<iifluoroanillno}ethyl)-5-fluorophenyl]-N- 

ethoxybutanamide 


105 


MM! 


4-chloro-N.{2,5-difluoropheny ))-N-( 1 - { 2-[3 -( 1 H-imidazoI- 1 - 
yI)propyl]phenyl}ethyI)bcn2enesulfonamidc 


106 


1 M M 


4-[2-(( 1 Ry 1 -{ [(4-chlorophenyl)sulfony 1 J-2,5-difluoroanilino}ethyI)-5-fluoropheny l]-N- 

ethylbutanamide 


107 


Mill 


methyl 3-({2-[2-((lR).l-{((4.chlorophenyl)sulfony!]-2,5.difluoroaniHno}ethyl).^ 
fluorophenyi]ethyl ) sulfony l)propanoate 


108 


M M 1 


4-chloro-N-(2,5-difluorophenyl)-N-((lR)-U{2-(3-oxo-3-(4- 
thiomorphoIinyI)propyl]phenyl}cthyl)ben2enesulfonamide 


109 


1 II M 


4-chloro.N-{2.5-difluorophenyl)-N.[(lR).l-(2.{3- 
{methyl(methylsulfonyI)amino]propoxy}phenyl)ethyl]benzenesuIfonamide 


110 


Mill 


N-{3-{2-((lR)-l-{[(4-chlorophenyl)suIfonyll-2.5-difluoroanilino}ethyl)phenoxy]propyI}-N 

methylnicotinamide hydrochloride 


111 


II M 1 


4-chloro-N-[(IR)-l-(2-{3-[(diethylamino)sulfonyI]propyl}-4-fluorophenyl)ethyl]-N-(2,5- 
difluorophenyObenzenesulfonamide 


112 


MM! 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)suIfony l]-2.5-dinuoroaniIino}ethyl)-5-fluorophenyl]-N- 

isobutylpropanamide 


113 


M 1 M 


methyl 2-amino.3- { [2-(( 1 R> 1 -{ [(4-chloropheny l)suIfonyl)-2,5-difluoroaniIino}ethyI).5- 
fluorobenzy l]suifony 1 } propanoate hydrochloride 


114 


II 1 M 


4-chloro-N-(2,5-difluorophcnyI)-N-{(lR)-l-[4-fluoro-2-(5,5,5-trifluoro-4- 
oxopentyl)phenyl]ethyI}benzenesuIfonamide 


115 


Mill 


4-chloro-N.(2,5-difluorophenyl>N-({lR)-l-{2-(2.(ethylsuIfonyI)elhyI]-4- 
fluoropheny!}ethy])benzenesulfonamide 


116 


Mill 


4.chloro-N-(2,5-dinuorophenyI).N-(( 1 R)-l -{4-fluoro-2-[3-(4-methyI- 1 - 
piperazinyl)propyl]phenyl}ethyl)benzenesulfonamide 
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COMPOUND 


117 




3-[2-({IR)-l-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilmo}ethyl>5-fluorophenyl]^^ 
(tetrahydro-2-furanylinethyl)propanamide 


118 




3-[2-(( 1 1 -{ ((4-chlorophenyl)sulfonyl]-2,S-dinuoroanilino}ethyI)-5-nuorophenyl]-N- 

cyclohexylpropanamide 


119 




4-chloro-N-(2,5HJinuorophenyI)-N-(( 1 R)- 1 -{2-[3-{2-methyM H-imidazol- 1 - 
yI)propoxy]pheny!}ethyl)benzenesulfonamide hydrochloride 


120 




3-({2-[2-({lR)-l-{[(4-chIorophenyl)sulfonyI]-2.5-difluoroaiiilino}ethyl)-5- 
fiuorophenyl]cthyl}sulfonyl)propanoic acid 


121 




4-chIoro-N.(2.5-difluorophenyI)-N-(( 1 R)- 1 - {2-[3-(2,5-dioxo- 1 - 
pyrrolidinyl)propoxy]phenyl}ethyl)benzenesulfonamide 


122 




3-[2-((IR)-l.{[(4-chlorophenyI)sulfonyl]-2.5-difluoroanilino}ethyl)phenyl]propyl 4- 

thiomorpholinecarboxylate 


123 




terl-butyl 4.{3-[2-(( 1 R)- 1 .{ [(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyllpropanoyI}-l-pipcrazinecarboxylate 


124 




N-{4-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]butyl}-N- 

methylpropanamide 


12S 




4-[2-(( 1 R)- 1 - { [(4-chIoropheny !)suIfony I)-2.5-difluoroanilino}ethyl)-5-fluoropheny 1 J«N- 

cyciohexylbutanamide 


126 




4.chioro-N-(2,5-dinuorophenyl>N-(( 1 R)- 1 -{2.[4-(ethylsuIfany l)butylH- 
fluoropheny 1 } ethy l)benzenesulfonaniide 


127 




3- { l2-(( 1 R)- 1 - { ((4-chIoropheny l)sulfony l]-2,5-difluoroanilino}ethyl)-5- 
nuorobenzyI]sulfonyi}propanoic acid 


128 




2-[2-{(lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyI)-5-fluorophenyl]ethyI 

nicotinate hydrochloride 


129 




N- [2-(4-chloropheny l)ethyl J-3-[2-(( 1 R)- 1 - { ((4-chlorophcnyl)sulfony l]-2,5- 
d^fluoroanilino}ethyl)•5-fluo^ophenyl]propanamide 


130 




N-{3-[2Kl-{[(4-chlorophenyl)sulfonyl]-2,5-dinuorci^ilino}elhyl)phenoxylpropyI^ 

trimethyipropanamide 


131 




methyl ({2-12^(1 R)-l-{ [(4-chIorophenyI)suIfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]ethyl}sulfonyl)acetate 


132 




2-[2-(( 1 R)- 1 -{ [(4-chloropheny Osulfony l]-2,5-difluoroanilino}ethy l)-5-fluoropheny IJethyl 4 

thiomorpholinecarboxylate 


133 




4.chloro-N-(2,5-difluorophcnyl)-N-((l R)- 1 -{4-fluoro-2-[3-( 1 H-imidazol- 1 - 
yl)buty Hphenyl ) ethyl)benzenesuIfonain ide hydrochloride 


134 




4-[2-(( 1 R)- 1 -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluoropheny 1)-N- 

isobutoxy butanam ide 


135 




l-tert-butyl 4-{242<(lRVl-{((4H:hlorophcnyi)sulfonylJ-2,5'Klinuoroanilino}ethyl).5. 
fluoropheny l]ethy 1 } 1 ,4-piperazinedicarboxylate 


136 




4-chloro-N-(2,5-difluorophcnyl)-N-(( 1 R)- 1 - { 4-fiuoro-2-[3-(4-morpholiny l)-3- 
oxopropyl]phenyl}ethyl)benzenesulfonamide 


137 




4.chloro-N-(2,5-difluoropheny I)-N-(( I R)- 1 - {2-[3-(4-methy 1- 1 -pipera2inyl)-3- 
oxopropyl]pheny I } ethy !)benzenesuIfonamide 


138 




4.chloro-N-{2,5-difluorophenyl)-N-((lR)-l.{4-fluoro.2-[(3E)-3- 
(hy droxy im !no)buty Ijpheny 1 } ethy l)bcnzenesulfonam ide 


139 




4-chJoro-N-(2,5-dichlorophenyl)-N-{2-(3-(l- 
pipcridinyI)propoxy]bcnzyl}ben2enesulfonamide hydrochloride 


140 




4^hloro-N-{2,5-dichlorophenyl).N.{2-[3-( 1 - 
piperidinyl)propoxy]benzyl}benzenesulfonamide 


141 




4^ch!oro-N-{2,5-dichlorophenyl)-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


142 




2-[2-((lR)-I-{[(4-chIorophenyl)suIfonyI]-2,5-difluoroaniiino}ethyl)phcnyl]ethyl nicotinate 


143 




4-[2-((lR).U{2,5-dichloro[(4-chlorophenyl)sulfonyl]anilino}ethyl).5- 
fluorophenyI]butanoic acid 


144 




2-[2-({ 1 R)- 1 -{ [(4-chlorophenyl)sulfonylJ-2,5-difluoroanilino}ethyl)phenyl)ethyl 4- 

morpholinecar boxy late 


145 




4-(2-(l-{((4-chlorophenyi)sulfonyll-2,5-difluoroanilino}ethyl)phcnoxy]-N- 

methy Ibutanam ide 
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146 


+ i 1 i « 


N-benzylO-[2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2.5-difluoroaniIino}ethyl>5- 
fluorophenyl]-N-(2>(diinethyiamino)ethyl]propanamide 


147 


t 1 1 M- 


4.chloro-N-(2,5-difluorophcnyl)-N-(( 1 R)- 1 - {2.[3-(2H-tetraazol-2- 
y!)propyI]phenyI}ethyl)benzenesulfonaniide 


148 


M 1 M 


4-chloro-N-(2,5-difluoropheny l).N-(( I R)- 1 -{4-fluoro-2-[4- 
(methyisuIfanyl)butyI]phenyl}ethyl)benzenesuIfonamidc 


149 


1 M 1 1 


4-chloro-N-(5-chloro-2-fluorophenyl)-N.[(l R>1 -(4-fluo^o-2-{4- 
[{nlethyla^lino)sulfonyl]butyl}phenyI)ethyl]bcnzenesulfonamide 


150 


1 1 1 1 1 


3-[2-((lR)-l-{[(4.chlorophenyI)sulfonyl]-2,5-difluoroaniUno}ethyl)-5-fluorophenyl)-N-[3- 
( 1 H-imidazoI- 1 -yl)propy 1 Jpropanamide 


151 


1 1 1 1 1 


4.chloro-N-(2,5-difluorophcny l).N-( 1 - {2-[3-( 1 - 
piperidinyl)propoxy]phenyI}ethyl)benzcnesulfonamide hydrochloride 


152 


1 M M 


2-[2<(lR)-I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-nuorophenyl]e^^ 3 

pyridinylmethylcarbamatc 


153 


n 1 M 


N-butyi-3-I2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-d!fluoroanilino}ethyl>5- 
fluorophenyl]-N-methyIpropanamide 


154 


M 1 M 


2-t2-(( 1 R)- 1 - { [(4-chlorophenyI)sulfonyl]-2,5-dinuoroanilino}ethyl)-5-fluorophcnyllethyl 

isonicotinate 


155 


1 1 1 M 


3-|2H[(lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroaniIino}cthyl)-5-fl 

(2-pyridinyl)ethyl]propananiide 


156 


M 1 M 


N-benzy|.3-[2-({IR)-l.{[(4.chlorophenyI)sulfonyl]-2,5KiifIuoroanilino}ethyl)^^ 
fluorophenyl]propanainide 


157 


Mill 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino)ethyI>5-fluorophenyI]-^ 

fluorobenzyl)propanamide 


158 


M 1 M 


methyl (2R)-2-amino-3-({3-[2-(( 1 R)-l -{[(4-chIorophenyI)sulfonyl]-2,5- 


159 


nut 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnyl]ethyl 

isonicotinate 


160 


Mill 


N-( 1 ,3-benzodioxoI-5-y Imethy l)-3-[2-(( 1 R)- 1 - { [(4-chloropheny I)sulfonyl>2,5- 
difluoroaniHno}ethyI>5-iluorophenyI]propanamide 


161 


1 M M 


N.(tert-butyl>3-[2.(( 1 R)- 1 - {[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}cthyl).5- 

f1uorophenyl]propanam tde 


162 


Mill 


4-chloro-N-(2,5-difluoropheny I)-N- { 5-fluoro.2-[3-{ I - 
piperidinyl)propoxy]benzyl}ben2enesulfonamide hydrochloride 


163 


1 1 1 M 


4-chloro-N-(2,5-difluorophenyl)-N-[(l R)- 1 -(4-fluoro-2-{3-[2-(trifluoromethyl)- 1 H- 
imidazol- 1 -yl]propyl}phenyl)ethyl]benzenesulfonaniide 


164 


Mill 


3-[2-{( 1 R)- 1 - { {(4-chloropheny l)sulfonyl]-2,5-dinuoroanilino }cthyl)-5-fiuo^ophenyI]-N-(2- 
fu^ylmethyl)p^opanamide 


165 


■M M [ 


4-chloro-N-(2.4^ifluorophenyl)-N-{( 1 R)- 1 -{2-[3-( 1 H-imidazoI- 1 - 
y])propoxy]phenyl }ethyl)benzcnesuifonamide hydrochloride 


166 


M M « 


4-chloro.N-{2,5-difluorophenyl)-N^(l R)- 1 - { 2-[2K2H-tetraazol-2- 
y l)ethy IJpheny 1 } ethy I)benzenesulfonam ide 


167 


1 M M 


3-[2-((lR)-l-{[(4-chIorophenyl)sulfony!]-2,5-dmuoroaniIino}ethyI)-5-fluorophenyl)-N-[2- 

(diethylamino)ethyl]propanamide 


168 


t M 1 1- 


3-[2-((lR)-l.{[(4-chlorophenyl)sulfonyIl-2,5-difluoroaniIino}ethyI)-5-fluorophenyl]-N-(2- 

pyridinylmethyOpropanamide 


169 


1 M M- 


4-chIoro-N-(2,5-difluoropheny l>N-{( 1 S)- 1 - { 2-[3-{ 1 - 
pipcridiny l)propoxy]pheny 1 } ethy Obenzenesulfonamide hydrochloride 


170 


Mill 


4.chloro.N-(2,5-difluoropheny l>N-( I -{2-(3-( 1 H-imidazol- 1 - 
yl)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 


171 


III M 


3-[2-(( 1 R)- 1 -{ [(4-chloropheny l)sulfony]}-2,5-difluoFoanilino}ethyl)-5-fluorophenyl]-N-(4- 

melhylcyclohcxyOpropanamidc 


172 


1 M M- 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonylJ-2,5.difluoroanilino}ethyl)phenoxy]ethyl}-N,2- 

dimethy Ipropanam ide 


173 


M 1 M 


4-chloro-N.(2,5-difluorophenyl>N- {(1 R)- 1 .f4-nuoro-2-(3. 
oxobutyl)phenyl]ethyl}benzenesulfonainide 


174 


Mill 


4.chloro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 - {2.[2-( 1 H-tetraazol-I - 
yl)ethyl]phenyl}ethyl)benzenesuIfonamide 
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175 




4-chloro-N-[5-chloro-2-(hydroxymethyl)pheny!]-N-(( 1 R)- 1 -{2-[3-(l H-irhidazol- 1 - 
yl)propoxy]phenyl}elhyl)bcnzenesulfonaniidc 


176 




4-chloro-N-{2.5-difluorophenyI)-N-(( 1 R). U{2-[2-( 1 H-tetraazol- 1 - 
yl)ethyl]phenyl}ethy!)benzenesuifonainide 


177 




4-chloro.N-(2,5-dinuorophenyl)-N-{2-(3-( 1 - 
pyiToUdinyOpropoxylbenzyl } benzenesul fonam ide hydrochloride 


178 




4.chloro-N-(2.5-dinuoropheny 1)-N. { 2-(3-( 1 - 
pyrTolidiny])propoxy]benzyl }benzenesulfonainide hydrochloride 


179 




4-chloro-N-(2,5-difluorophenyl)-N-((l R)- 1 -phenylethyl]ben2enesuIfonaniide 


180 




4-chloro-N.(2,5-dinuorophenyI>N-{2-[3-(l- 
piperidinyi)propyI]ben2yl}ben2enesuIfonainide hydrochloride 


181 


1 M 1 I- 


2-((lR).l.{[(4-chloropheny])sulfonyl]-2,5-difluoroaniHno}ethyl)-5-fluorobenzyl 2-(4- 

morpholinyI)ethylcarbamate 


182 




4-chioro-N-<2,5-difluoropheny 1)-N- {( 1 R)- 1 -[4-fluoro-2-(5,5,5-trifluoro-4- 
hydroxypentyl)phenyl]ethyl}benzenesulfonainide 


183 




3-I2-((lR)-l-{[(4-chlorophenyI)suIfonyl)-2,5-dinuoroanilino}ethyl)-5-fluorophenyI]-N-[2- 

( 1 H-indol-3-yl)ethyl Jpropanamide 


184 




N-[l-(2-{4-[(aminocarbonyI)(inethyl)aniino]buloxy)phenyi)ethyl]-4-chloro-N-(2,5- 
d i fluoropheny l)benzenesuIfonamide 


185 




2-((lR)-l.{[(4-chiorophenyl)sulfonyl]-2,5-difluoroaniHno}ethyl)benzyl 4- 
morphoHnecarboxylate 


186 




3-[3 -(( 1 R)- 1 - { [(4-chloropheny l)suifony l]-2,5-difluoFoanilino } ethy l)pheny IJpropanoic acid 


187 




3-[2-({ 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanirmo}ethyl>5-fluorophenyI]-N-(3- 

pyridinylmethyOpropanamide 


188 


MM 


4-[2-(l-([(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy]-N- 
melhoxybulanamidc 


189 


MM 


methyl (2S)-2-[(tert-butoxycarbony l)ainino]0- { (2-(( 1 R)- 1 - { [(4-chlorophcny l)sulfony l]-2,5 
difluoroanilino}ethyl)-5-fluorobenzyl]sulfonyl}propanoate 


190 


i M 1 


4-[2-({[(4<hlon>pheny])sulfonyi]-2,5-difluoroanilino}methyl)-5-fluorophenyl]bu^ 

acid 


191 


i M 1 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5>difluoroanilino}ethyl)phenoxy]propyl}-N- 

methylnicotinamide 


192 


M 1 t 


3.[2-(( 1 R)- 1 -{ [{4-chlorophcnyI)sulfonyI]-2,5-difluoroanilino }ethyI)-5-fluoropheny l]-N-(3- 

pyridinyl)propanamide 


193 


MM 


N-{4-[2-(l-{((4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy]butyI}-N- 

methy Ipropanam ide 


194 


MM 


2-[2-(( 1 R)- 1 -{ [(4-chloropheny Osulfony l]-2,5-difluoroanilino} ethy l)-5-fiuoropheny I]ethy 1 4 

tnorpholinecarboxylate 


195 


++-H- 


4.chloro-N-(2,5.difluorophenyl)-N.(( I R)- 1 - {4-fluoro-3-[3-( 1 H-imidazol- 1 - 
y l)propyl]phenyl } ethy l)benzenesulfonam ide hydrochloride 


196 


M M 


4-chloro-N-{(l R)- 1 -[2-(3-cyanopropyl>4-fluorophcnyl]cthyl}-N-(2,5- 
difluorophenyl)benzenesuIfonamide 


197 


Mil 


2-[2-((IR).l-{l(4-chlorophenyl)sulfony!]-2.5-difluoroanilino}ethyl)phenyI)ethyl 2-(2- 

pyridinyl)ethylcarbaitiate 


198 


MM 


2-[2-((lR)-l-{[(4-chlorophcnyl)sulfonyl]-2,5-dinuoroanilino}ethyl)-5-lluorophenyl]ethyl 3 

pyridinylcarbamate 


199 




4.chloro-N.(4-fluoropheny I)-N-(( 1 R)- 1 -{2-[3-( 1 H-imidazol- 1 - 
yl)propoxy]phenyI}ethyl)ben2enesulfonamide hydrochloride 


200 


™. 


2-((IR)-]-{[(4-chlorophcnyl)su!fonyl]-2,5-dif]uoroaniltno}ethyI)-5-fluorobenzyl 

isonicotinate 


201 




4-chloro-N-(2,5-dinuoropheny 1)-N^( 1 R)- 1 -{2.[3-(4-morpholiny l)-3- 
oxopropyl]phcnyl}ethyl)bcnzenesulfonamide 


202 




2-(( I R)- 1 . { [(4-chloropheny Osulfony l]-2,5-difluoroanilino }ethyl)-5-fluorobenzy 1 nicoiinaie 


203 




3-(2-((lR)-l-{[(4-chlorophenyl)suIfonyl]-2.5-difluoroanilino}ethyl).5-fluorophenyl]-N-{2- 

tnethoxyethyl)propanamide 
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204 


1 i M 


2-12-(( I Ry 1 -{ ((4-chlorophenyI)suJfonyl]-2,5-difluoroanilino }cthyl)-5-fluorophcnyl]ethyl I 

piperidinccarboxyiate 


205 


i 1 M 


4-(3-((lR>|.{[(4-chlorophenyl)sulfonyl]-2,5-dmuoroanilino}ethyl)phenyI)butanoi 


206 


i M 1 


3-l2-((IR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-dinuoroanilino}ethyl)-5-fluoro^ 

fluorobenzy I)propanam ide 


207 


1 i i \ 


4.chloro-N-(2.5-difluorophenyI)-N-{( I R)- 1 -[4-fluoro-2-(5-methyl-4-oxo-5- 
hexenyI)phenyI)ethyl}bcn2enesulfonamide 


208 


1 1 1 1 


z-{{ I R)- 1 - { l(4-chlorophenyl)sulfony I]-2,5-difluoroanilino}ethyl)-5-nuorobenzy I 2- 

phenylpropylcarbamate 


209 


MM 


2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)benzyltert-buty^ 


210 


MM 


3-l2-((lR)-l-{((4-chIorophenyl)sulfonyl].2,5-difluoroanilino}ethyI).5-fluorophenyl].N44^ 
(trifluoromethyI)benzyl]propanainide 


211 


MM 


1 K> 1 -t l(4-chIorophcnyI)suIfonyl]-2,5-dlfluoroanilino}ethyl)-5.fluorophenyJ J-N,Nr 

diethy Ipropanam ide 


212 


MM 


4-chIoro-N-(2,5-difluoropheny I>N-[ I -(2- { 3- 
[[(ethylaniino)carbonyl](methyl)amino]propoxy}phenyl)ethyllbenzenesulfonamide 


213 


MM 


N-(4-[2-(l-{l(4-chIorophcnyI)suIfonyl]-2,5-difluoroaniiino}cthyI)phenoxy)butyl}-2- 
methoxy-N-methylacetamide 


214 


MM 


N-{2-[2-(l-{[(4-chlorophenyI)suIfonyl]-2,5-difluoroaniiino}cthyI)phenoxyJethyI}-N- 

methylacrylamide 


215 


-* H 1 


2-u 1 K> 1 lC4-chlorophenyl)suI fonyI]-2,5-difluoroaniiino }ethyl)-5-fluorobcnzyl 3-( 1 H- 

imidazol- 1 -yOpropylcarbamate 


216 


Mil 


N-i3-i2-<([(4K;hlorophenyI)suIfonyl]-2,5-difluoroaniUno}methyl)phenoxy]propyl}-N- 

methylnicotinamide 


217 


MM 


N-{J-[2-(l.iK4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)phenoxy]propyl}-N- 

methylacetamide 


218 


i M 1 


2-i2H(iK>l-{l(4.chlorophenyI)sulfonyI]-2,5-dinuoroanilino}ethyi)-5-fluorophenyI]ethyl 

isopropylcarbamate 


219 


MM 


2-12-(( 1 R). 1 -{ l(4^1orophenyl)sulfony l]-2,5-dinuoroaniIino}ethyI)-5-fluorophenyl]ethyI 

benzylcarbamate 


220 


MM 


N-{4-l2-(l-(t(4-chIorophcnyI)sulfonyI]-2,5-difluoroanilino}cthyl)phenoxy]butyI}.N- 

methylacetamide 


221 


MM 


4-I2-(l-{[(4-chlorophenyI)suIfonyI]-2,5-difluoroani!ino}ethyl)phenoxy]butanoicacid 


222 


MM 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino)ethyl)phenoxy]butyI}-N- 
mcthy 1-4-m orphol inecarboxamide 


223 


1 M 1 


4-|2-((lK)-l-{[(4-chIorophenyl)sulfonyl]-2,5Klifluoroanilino}cthyI)-5-fluorophenylJ-R 

diethylbutanamide 


224 


MM 


methyl 4-[{3.[2-(l.{[(4-chlorophenyl)suIfonyl]-2,5- 
difluoroanilino)ethyl)phenoxy]propyl}(methyl)amino]-4^xobutanoate 


225 


MM 


4-chIoro-N.(2,5-difluoropheny!)-N-{( 1 R> 1 - { 2-[( 1 , 1 -dioxido-4.thiomorpholiny I)inethyl]-4- 
fluorophenyl}ethyl)benzenesulfonamide 


226 


MM 


2-(( 1 R> 1 -{ l(4.chJorophenyl)suIfonyl].2,5-dinuoroaniIino} ethyl)benzyl 4-methy 1- 1 - 

piperazi necarboxy 1 ate 


227 


MM 


N,N-dia!ly I-3-[2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyI].2,5-difluoroaniHno} ethyl)-5- 

fluorophenyI]propanamide 


228 


MM 


3.12-((1 R>- 1 - { l(4-chlorophenyi)sulfonyI]-2,5-difluoroaniIino}ethyl)-5-fluorophenyI].N-(2,2 

dimethoxyethy!)propanamide 


229 


Mil 


J-U-a 1 K>- 1 K4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl J-N-(2- 

phenylpropyl)propanamide 


230 




4«chlnm-NI->r7 ^-Hihmmnnhf>nvn.'M fO T1 i\ 

piperidinyl)propoxy]benzyl)benzenesulfonamide hydrochloride 


231 


M M 


N-{3-[2-( 1 -{ [(4-chlorophenyl)su!fonyl)-2,5- 
d i fl uoroani I i no } ethy l)phenoxy ] propy 1 } acetamide 


232 


MM 


4-chloro-N-(2,5-difluorophenyl)-N-{ 1 -[2-(3- 
{methyl[(methylaniino)carbonyllamino)propoxy)phenyl]ethyl)benzenesulfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


233 


MM 


2-[2-{(IR)-N{I(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)-5-fluorophenyl]et^^ 2 

py rid i ny 1 m ethy Icarbamate 


234 


i H \ 


N-{3-[2-{N{({4-chlorophcnyl)sulfonyl]-2,5-difluoroaniIino}elhyI)phenoxy]propyI}-N- 
methylcyclopropanecarboxamide 


235 


MM 


2-[2-(( 1 R)- l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroannino}ethyl)-5-nuorophenyl]ethyl 2 

(2-pyridinyl)ethylcarbainate 


236 


MM 


3-[2.((lR).I-{[(4-chlorophenyl)sulfonyi]-2,5-difluoroaniIino}cthyl)phenyIJ-N-(3-{IH^ 
imidazol- 1 -yI)propyl]propanamide 


237 


-H-H- 


4-chloro-N-(2,5-difluoropheny i)-N-(( 1 R)- 1 - { 2-[3-oxo-3-( 1 - 
piperidinyl)propyi]phenyl}ethyl)benzenesulfonainide 


238 


MM 


N-{3-(2-(l.{[(4-chIorophenyl)sulfonyI]-2,5. 
difluoroani{ino}ethyl)phenoxy]propyl} nicotinamide 


239 


1 M 1 


methyl (2S)-2-{{2-((lR)-l -{((4-chlorophenyI)sulfonyl^2,5- 
difluoroa^ilino}ethyl)benzyl]amino}propanoatc 


240 


MM 


4-chIoro-N-(2,5-difluorophenyI)-N-[(IS)-2-hydroxy.l-methylethyl]ben2enesulfonamide 


241 




2-[2-(( 1 R)- 1 - { ((4-chioropheny l)suIfonyl]-2,5-difluoroanilino}ethyl)-5-fluoropheny!]ethyl 2 

(diethy lam ino)ethy icarbamate 


242 


1 M 1 


3-(2-((IR)-I.{[{4-chloropheny!)sulfonyI]-2,5-difluoroaniiino}ethyI)phenyI]-N- 

cyclooctylpropanamide 


243 


MM 


2-[ { 2-[2.( 1 - { [(4.chloropheny l)sulfony l]-2,5- 
di{luoroanilino}ethyI)phenoxy]ethy!}(ethyl)amino]-l,l-dimethyl-2-oxoethyl acetate 


244 


(Ml 


N-(2- { 3-[(aminocarbony l)(methy l)amino]propoxy } benzy I)-4-chloro-N-(2,5- 
difluorophenyObenzenesuIfonam ide 


245 


Mil 


4-chloro.N-(2,5-difluoropheny I)-N-( 1 - { 2-[3-( 1 H- 1 .2,3-triazoU 1 - 
yI)propoxy] phenyl} ethy l)ben2enesulfonamide 


246 


MM 


2-[2-((l R)-l -{[(4-chlorophenyI)sulfonyl)-2,5-difluoroanilino}ethyl)phenyl]ethyl 2,2- 

dimethoxyethylcarbamate 


247 


MM 


2-[2-((lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5-d!fluoroaniiino}ethyI)-5-fluorophenylJethyl 

diethytcarbamate 


248 


MM 


N-[5-chIoro-2-(hydroxymethyl)phenyl]-4-methyl-N-[(IS)-l- 
methyIbutyl]benzenesulfonamide 


249 


-H-H- 


tert-buty 1 4- { 3-[2-(( I R)- 1 - { [(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino}ethy])phenyl]propanoyl}-l-piperazinecarboxyIate 


250 


M M 


2-[2.((l R)- 1-{ ((4.chlorophenyI)sulfonyI]-2,5-difluoroanilino)ethyI)phenyIJethyI 4-methyI. 

1 -piperazinecarboxylate 


25 1 


MM 


N-(2,5-difluorophcnyl)-4-nuoro-N-{2-[3-(l- 
piperidinyl)propoxy]ben2yl)benzencsulfonamide hydrochloride 


252 


1 M 1 


2-((IR)-I-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl>-5-l1uoroben2yl 2- 

pyridtnecarboxylate 


253 


MM 


N-{2-[2-(I-{[(4-chloropheny])sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-2- 

methoxy-N-methylacetamide 


254 


M 1 > 


2-[2-((lR>l-{[(4-chlorophenyl)suIfonyl]-2,5-dinuoroaniIino}ethyl)-5-nuorophenyI]ethyl 4 

methyl- 1 -piperazinecarboxylate 


255 


MM 


N-(tert-butyI)-3-f2-((l R).I -{[{4-chlorophenyl)sulfonyi]-2,5- 
difluoroani lino} ethy l)phenyl]propan am ide 


256 


MM 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenyl]ethyl 3- 

py ridiny I m ethy icarbamate 


257 


MM 


3-[2-((IR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-dinuoroaniIino}ethyI)phenyl]-N-f2-(4. 
morpholinyl)ethyI]propanamidc 


258 


« M 1 


4-(2-(I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]-N-(3- 
pyrtdinylmethyObutanamide hydrochloride 


259 


MM 


N-{4-[2-(l-{[(4-chlorophenyi)sulfonyl]-2,5-difluoroanilino)ethyl)phenoxy]butyl}-N- 

ethylacetamide 


260 


Mil 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniUno}ethyl)phenoxy]propyl}-N- 

melhyl-2-furamide 


261 


t M t 


N- { 3-[2-( 1 - { ((4-chloropheny Osulfony l]-2,5-difluoroanilino } ethy l)phenoxy] propyl } -N- 
methylcyclobutanecarboxamide 
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NUMBER 


ACTIVITY 


COMPOUND 


262 


fill 


4.chIoro-N-cycionexyi-N-{:i43.(l-piperidinyl)propoxyJben2yl}benzenesulfonarnidc 

hydrochloride 


263 


MM 


4.chloro-N-cyclohexy!-N-{2.[3.(l.pipcridinyl)propoxyJben2yl}benzenesuIfonamide 

hydrochloride 


264 


1 M 1 


4-chloro-N.cycIohexyI-N-{2-[3.(l-piperidinyl)propoxy]benzyl}bcnzcnesulfonamide 

hydrochloride 


265 


MM 


4-chloro-N-(2,5.difluorophenyl)-N-[l.(2-{3-[{[(7.7-dimethyI-2-oxobicyclo[2.2. 1 Jhept- 1 / 
yOniethyl]suIfonyl}(methyl)aniino]propoxy}phenyl)ethyllbenrenesuIfonamide 


266 


MM 


2-|2-(( 1 R;- J H4-criiorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phcnyl]ethyl tetrahydro 

2- furany Im ethy Icarbam ate 


267 


HIM 


2-l2-(( 1 k;- 1 K4-cniorophenyi)sulfonyl]-2,5-difluoroanilino}ethyI)-5-fluorophenyl]ethyl 

bis(2-methoxyethy!)carbainate 


268 


MM 


3- 12-(( I R> 1 - { li4-chlorophcnyl)sultony l]-2,5.difluoroanil!no)ethyl)phenyI]-N-[2-( 1 H-indol 

3-yl)ethyI]propanamide 


269 


MM 


4-chloro-N-(2,5.dichlorophenyl)-N-[(l R). 1 -(4.fluoro-2-{4- 
((methylamino)su!fonyllbutyl)Dhenvl)ethvnbeiizenesuIfonamide 


270 


MM 


2-l^HUK>-i-{l(4.chlorophenyl)sulfonyl].2,5-difluoroanilino}ethyl)-5'fluorophenyl]ethyl2 

(4-morpholinyl)ethylcarbamate 


271 


Mil 


4-chloro.N-(2,5-difluoropheny I)-N<(1 R). 1 -{2-[3-(4,5-dihydn)- 1 H.imidazoI-2.yl)propyl J-4 
fluoropheny 1 } ethyDbenzenesulfonamide hydrochloride 


272 


MM 


^-lz-umj-i-uf.^-cnioropnenyl)suIfonyl]-2,5-difluoroani!ino}ethyl)-5-fluorophenyl]-N- " 
( 1 ,2,3,4-tetrahydro- 1 -naphthalenyDoroDanamide 


273 


MM 


r^-lJ-lZHi-iU4.chlorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyl)phenoxyJpropyl}-2,^ 

dimethylpropanamtde 


274 


Mil 


4-tert-butyl-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl].2,5- 
dinuoroanilino}ethyl)phenoxylpropyl>benzamide 


275 


MM 


z-iz-u 1 k;- 1 - 1 l(4-chlorophenyl)sulfony l]-2,5-difluoroanilino}ethyl)phenyl]ethyl bis(2- 

methoxyethyl)carbainate 


276 


■MM 


N- { 3 -[2-( 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino ) ethy l)phenoxy ]propy I } -N- 
methyl- 1 -adamantanecarboxamide 


277 


■III! 


4-chloro-N-(2,5-difluoropheny l)-N-( 1 -{2-I3-( 1 H-tetraazol-5- 
yI)propoxy]phenyl)cthyI)benzenesulfonamide 


278 


MM 


4-chloro-N-{2,5-difluorophcnyI)-N-{l-[2-(4- 
{ethyl[(methylamino)carbonyl]amino)butoxy)phenvnethvl>benzenesulfonamidp 


279 


MM 


^-l^HUK>i-U(4-chlorophenyl)suIfonyl].2,5-difiuoroanilino}ethyI).5-fluorophenyI]ethyl 1 

ben2yI-4-piperidinyIcarbainate 


280 


MM 


(2E)-3-[3-(( 1 R> 1 - { ((4-chloropheny Osulfony I]-2,5-difluoroanil ino } ethy I)pheny l]-2- 

propenoic acid 


281 


MM 


4-chloro-N-(2,5-difluorophenyI>N-{ l-[2-(4- 
{ methyl [(methylamino)carbony I Jam ino } buloxy)phenyllethy 1} benzenesulfonamide 


282 


1 M 1 


4-chloro-N-(2,5-di fluoropheny l)-N. {( 1 R)- 1 .[2-( I H-tetraazol- 1 - 
ylmethyl)phenyl]ethyl}benzenesulfonamide 


283 


■MM 


iN-{j-i;i-(i-U^4.chiorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N,3- 

dimethyN2-butenamide 


284 


MM 


2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniiino}ethyl)benzyl l- 
piperidinecarboxylate 


285 


MM 


4-chloro-N-{2-fiuorophenyl)-N-({ I R)- 1 -{2-[3-( I H-imidazol- 1 - 
yl)propoxy]phcnyI}ethyl)ben2enesulfonamide hydrochloride 


286 


MM 


4-[2-({[(4-chIorophenyI)suIfonyI]-2,5-difluoroanilino}methyI)phenyl]butanoicacid 


287 


■MM 


2-l2-((lR).l.{[(4.chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 
tetrahydro-2-furanylmethyicarbamate 


288 


HIM 


J iiv^ ^"'"■"P"cnyi_|suiionyij-z,D-aiiiuoroanilino)ctnyI)-5-fluoropncnyl^ 

difluorobenzyOpropanamide 


289 


++++ 


N-(4-{[{3-[2-(l-{((4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}(methyl)amino]sulfonyl)phenyl)acetamide 


290 


MM 


3-(2-((lR>l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanil!no}cthyI)phenyl]-N-[2-(2- 

pyridinyl)ethyl]propanamide 
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NUMBER 


ACTIVITY 


COMPOUND 


291 


MM 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenoxyJbutyl}-N^ 

2-methoxyacetamide 


292 


Mil 


4-chloro-N-{2,5-difluorophcnyI)-N- {2-[3-( 1 -oxido- 1 - 
pyrrolidinyI)propoxy]benzyl } benzenesulfonamide 


293 


+++ 


N-{2-[2-(U{[(4-chlorophenyi)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N,2,2- 

trimethy ipropanam ide 


294 


+++ 


4^hloro-N-(2,5-difluoropheny l)-N- { 1 -f 2-(2- 
{ethyl[(methylamino)carbonyj]amino}ethoxy)phenyl]ethyl}ben2enesulfonainide 


295 


-H-f 


2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl>5-fluoroben2yl 3- 

pyridinylcarbamate 


296 




2-[2<( I R)- 1 -{ [(4-chloropheny Osulfony l]-2,5-difluoroanilino }ethyl)*5-fluorophenyl]et^^ 

benzyl(methyl)carbamate 


297 


+++ 


N-[]-(2-{3-[[(ten-butylamino)carbonyl](methyI)amino]propoxy}phenyl)ethyl]-4-chloro-N- 
(2,5-difluorophenyl)benzenesulfonamide 


298 




2-[2-((lR)-l-{((4-chIorophenyl)sulfonyl].2,5-difluoroaniIino}ethyl)-5-fluoropheny!]ethy 3 
( 1 H-imidazol' 1 -yI)propylcarbainate 


299 


+++ 


N-{2-[2-(l-{[(4K:hlorophenyl)sulfonylJ-2,5-dinuoroaniIino}cthyl)phenoxylethyl}-N- 

melhy Ipropanam ide 


300 


4-f+ 


3-[2-((lR)-|.{[(4-chlorophcnyl)suIfonyl]-2,5-difluoroanilino}elhyl)phenyI]-N-(2- 
pyridinylmethyOpropanamide 


30] 


+-H- 


3-[2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]propyl 3-(lH- 

imidazol- 1 -yi)propylcarbainate 


302 


-H-+ 


4-chloro-N-{2-[2-(cyclohexylsulfinyI)cthoxylbenzyl}-N-(2.5- 
difluorophenyObenzenesuIfonamide 


303 


+-H- 


2- [2-(( 1 R)- 1 - { ((4-chloropheny Osulfony I]-2,5-difluoroanilino}ethy l)-5-fluorophenyl]ethy 1 

diallylcarbamate 


304 


-H-+ 


3-[2K(lR)-l-{[(4-chIorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)-5-nuorophenyI]-N-(I- 

phenylethyl)propanainide 


305 


+++ 


4-chloro-N-(2,5.difluoropheny l)-N-(( 1 R)- 1 - { 2-[2-(2-mcthy 1- 1 H-imidazol- 1 - 
yl)ethyl]phenyl}ethyl)ben2enesu!fonaniide hydrochloride 


306 


+++ 


2-[2-((lR).l-{[(4-chlorophenyI)sulfonylJ-2,5-difluoroaniIino}ethyl).5-fluorophenyl)e^^^ 
1 y23}4-tetrahydro- 1 -naphthaleny Icarbamate 


307 


+++ 


2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroani Hno}ethy I)benzy 1 2-(4- 
morphoIinyI)ethy Icarbamate 


308 


-HH- 


N-{3-[2-(l-{((4-chIorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N- 
methyl-2-(phenylsulfanyl)acetamide 


309 


+++ 


.N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-3- 

cyano-N-methy Ibenzam ide 


310 


+++ 


3-[2-((lR)-l-{K4Tchlorophenyl)sulfonyl]-2,5-difluoroaniIino)ethyl)phenyl]-N-(2,2- 
dimethoxyethyOpropanamide 


311 


++-f 


2-(( 1 R)- 1 -{ [(4-chlorGphenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobenzy] 

cyclooctylcarbamate 


312 


-f-H- 


2-[2-(( 1 R)- 1 - { [(4-ch]orophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 

cyclooctylcarbamate 


313 


+++ 


4-chloro-N.(2.3-dichlorophenyl)-N-{2-[3.(l- 
piperidinyl)propoxy]benzyl} benzenesulfonamide hydrochloride 


314 


-H-f 


N-{3-f2-(I-{[(4-chlorophenyl)sulfonyl)-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N- 
methyl-2-thiophenesulfonamide 


315 


+++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniHno}ethyl)phenyl]ethyl 
methyl(phenyl)carbamate 


316 


+++ 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)-5-fluorophenylJ-N,N- 

bis(2-methoxy ethy Opropanam ide 


317 


+4-+ 


2.(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroaninno}ethyl)-5-nuorobenzyl 1 ,2,3,4- 
tetrahydro- 1 -naphthaleny Icarbamate 


318 


+++ 


2-[2-((IR)-l-{{(4>chlorophenyl)sulfonyl]-2,5-difluoroanilino}elhyl)phenyl]ethyl 2-(4- 

morpholinyl)ethylcarbamate 


319 




N-{2-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 
methyl-4-morpholinecarboxamide 
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ACTIVITY 


COMPOUND 


320 


+++ 


N-{3-(2-(l-{[(4-chIorophenyl)sulfonyl].2.5-difluoroaniUno}cthyl)phenoxy]propyl}-2,6- 

dimethoxybenzam ide 


321 


+++ 


N-{3-(2-({|(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}mcthyl)phenoxy]propyl}-N- 

methylacetamide 


322 


+-H- 


2-[2-((l R)- 1 -{I(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)-5-fluorophenyl]elhyl 2 
( 1 -methy l-2-pyrroHdinyl)ethylcarbamate 


323 


+-H- 


2-[{4-[2.(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}elhyl)phenoxy]butyI}(methyl)amino]-l,l-diinelhyI-2-oxoelhyl acetate 


324 


+-M- 


4-chloro-N-(2,5-dichlorophenyl).N.(( 1 R)- 1 - {2-[3-( 1 H-imidazoU 1 . 
yl)propoxy]phenyl}ethyl)benzenesulfonainide hydrochloride 


325 


++-f 


2-[2-((IR)-1-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 

2,2-dimethoxyethylcarbamate 


326 


++-f 


2-(2-({ 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyI 1 ,3- 
benzodioxol'5-ylniethylcarbamate 


327 


+-H- 


N- {2-[2-( 1 - { [(4-chlorophenyI)suf fony l]-2,5>difluoroaiiilino}elhy l)phenoxy ]ethy 1 } -N- 
methy Icyclobutanccarboxam ide 


328 


+++ 


2-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino } ethy l)-5-fluoropheny!]ethy 1 3 

fluorobenzylcarbamate 


329 


+4-f 


4-chloro-N-(2,5-difluorophenyl>N-{2-[3-( 1 - 
piperidiny l)propy IJbenzy 1 } bcnzenesulfonamide hydrochloride 


330 


4-H- 


N-{4-[2-(l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyI)phenoxy]butyl}-N- 

ethylpropanamide 


331 


-t-H- 


N-{2-[2-{I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy)ethyl}-N- 

methylacetamide 


332 




2-[2-(( 1 R> 1 - { [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino} ethy !)phenyl]ethy 1 2.( 1 - 

pyrroIidinyl)ethyIcarbamate 


333 


+++ 


3-[2-({lR)-l-{[(4-chIorophenyI)sulfonyI]-2,5-difluoroanilino}cthyl)-5-fluorophenyI]-N-(3,4 

difluorobenzyOpropanamide 


334 


+++ 


2-[2-((lR).l-{[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}ethyJ>5-fluorophenyl]ethyl4 

methylcyclohexylcarbamate 


335 


+++ 


3-(( I R)- 1 -{ t(4-chIoropheny Osulfony l]-2,5-difluoroaniIino}cthyi)benzoic acid 


336 


+++ 


4-chloro-N-(2,5-difluoropheny I)-N- {( 1 R)- 1 -[2-( 1 H- 1 .2,4-tria2oI- 1 - 
ylmethyl)pheny!]ethyl}benzenesulfonamide 


337 


+++ 


3-[2-((lR)-l-([(4-chIorophenyl)sulfonyI]-2,5-dlfluoroanilino}ethyl)-5-fluorophenyI]-N- 

methy 1-N-phenylpropanam ide 


338 


+++ 


N,N-diallyU3-[2-((iR).l.{[(4.chlorophenyl)sulfonyl].2,5. 
difluoroaniIino)cthyl)phenyI]propanamide 


339 


+++ 


4.chloro-N-(2,5-difiuoropheny l)-N-(( 1 R)- 1 - {2"[2-( 1 H- 1 ,2,4-triazol. 1 - 
yl)ethyl]phenyl}cthyl)beiizcnesuIfonamide 


340 




4-butoxy.N-{3-I2Kl-{[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}benzamide 


341 


+++ 


N-{4-[2-(I.{[(4-chlorophenyl)sulfonyJ]-2,5-difluoroanilino}ethyI)phenoxy]butyl}-N,2,2- 

irimethylpropanamidc 


342 


+++ 


3-[2-((lR)-l.{[(4-chlorophenyl)sulfonyl]-2,5.difluoroanilino}ethyl)phenyl]-N-[4- 
(trifluoromelhyl)benzyl]propanamide 


343 


-HM- 


2- [2-(( 1 R). 1 - { f (4-chloropheny Osulfony l]-2,5-difluoroanilino } ethy l)pheny IJethy 1 2- 
(diethylainino)ethylcarbainate 


344 


+++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}cthyl)phenoxy]propyl}-N- 

methyl-2-(2-thienyI)acetaniide 


345 


-HH- 


2-{2-((l R)-l -{[(4-ch!orophenyl)sulfonyl]-2.5-difluoroaniIino}ethyl)-5-fluorophenyl]ethyI 2 

( 1 H-indol-3-y l)ethyicarbamate 


346 


+4H- 


2-({lR).N{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)benzyl 
methyl(phenyl)carbamate 


347 


-M-4- 


N-{3-[2-(l-{((4-chlorophenyl)sulfonyIJ-2,5-dif]uoroaniIino)elhyl)phcnoxyJpropyl}-N- 
methyl-2-nitro-4-(trifluoromethyl)ben2enesuifonainide 


348 


-H-f 


4-chloro-N-(2,5-dinuorophenyl)-N-[l.(2.{3- 
(meihyl(phenylsulfonyl)amino]propoxy}phenyl)elhyl]benzencsulfonamide 
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ACTIVITY 


COMPOUND 


349 


+++ 


2-f2-{( I R)- 1 - { [(4-chlorophenyl)sulfony lJ-2,5-difluoroanilino}ethy!)-5-fluorophenyl]ethyl 

phenylcarbamate 


350 


+++ 


2,6-dichloro-N-{3-[2-{I-{[(4.chlorophenyl)suIfonyI]-2,5. 
difluoroanilino}ethyl)phenoxy]propyl}bcnzajnide 


351 


-H-+ 


methyl 3-[2-(l -{[(4-chlorophenyl)sulfonyl]-2,5- 
dinuoroanilino}ethyl)phenoxy]propy[(inethyl)carbamate 


352 




3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl).5-fluorophenyl]-N- 

phenylpropanamidc 


353 


-h++ 


3-[2-((lR)-l-{[(4-chlorophenyl)suifonyl)-2,5-difluoroanilino}ethyl)phenylI-N-(tet^ 

2-furanylmethyl)propanam ide 


354 


+++ 


2-[2-({lR)-l.{[(4-chlorophenyl)suIfonyl]-2,5-dinuoroanilino}ethyl)phenyl]elhyl 3-(lH- 

imidazol- 1 -y l)propylcait»ainate 


355 


+++ 


N.{4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyI}-N- 
methylcyclobutanecarboxazn ide 


356 


-H-H- 


4-chloro-2-([(4^hlorophenyl)sulfonyl](( I R)-! -{2-[3-( 1 H-imidazol- 1 - 
yl)propyI]phenyl}ethyI)amino]benzyl acetate 


357 


+++ 


4-chloro-NK2,5-difluoropheny 1)-N- { 1 -(2-(4- 
{ethyl[(isopropylaniino)carbonyIJamino}butoxy)phenylJethyI}benzenesulfonamide 


358 


+++ 


2-[2-((IR)-I-{[(4-chIoropheny!)sulfonyl]-2,5-dinuoroaniIino}ethyl)-5-nuorophenyllethyl 

2 ,5 -d i fluorobenzy Icarbamate 


359 


4-f+ 


4-ch!oro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - {4-fluoro2-[(4. 
pyridinylniethoxy)methyl]phenyI}ethyI)benzenesuIfonainide 


360 


+++ 


2<(lR)-l-{[{4-chJorophenyl)sulfonyl]-2,5-difluoroanilmo}ethy!)-5.fluorobcn2yl 2- 
(diethyiamino)ethylcarbamate 


361 


-H-+ 


2-(( 1 R)- 1 - { [(4-chIorophenyI)sulfony l]-2,5-difluoroaniIino }ethy l)-5-fluoroben2yl 
methyl(phenyl)carbamate 


362 


+-H- 


2-chloro-N-{3-[2-(l-{[(4.chloropheny0sulfony!]-2,5- 
d i fluoroan i 1 ino } ethy l)phenoxy Jpropy 1 } benzam ide 


363 


-M-f 


methyl [{4-I2-(l-{I(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino}ethyl)phenoxy]butyl}(methyl)amino](oxo)acetate 


364 


+++ 


2-[{2-[2-(l-{[{4-chIorophenyi)sulfonyi)-2.5- 
difluoroanilino}ethyI)phenoxy]ethyi}(methyl)amino]-l.l-dimethyl-2-oxoethyI acetate 


365 


-f-M- 


2-(( 1 Ky 1 -{ [(4-chlorophenyl)su!fonyl]-2,5-difluoroanilino}ethyl>5-fluorobenzy 1 

cyclohexylcarbamate 


366 


+++ 


2-[2-(l-{((4-chlorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]-N- 

methoxyacetam ide 


367 


+++ 


N- { 3-[2-( 1 - { [(4-chloropheny Osulfony l]-2,5-difluoroanilino }ethyl)phenoxy]propyl }-2> 

nitrobenzamide 


368 


+-H- 


2-(( I R)- 1 . { [{4-chloropheny l)sulfony l]-2,5-difluoroanilino}ethy l)-5-fluorobcnzyl 

phenylcarbamate 


369 


+-M- 


2-[2-((lR)-l-{((4-chlorophenyl)su!fonyl]-2,5-difluoroanilino}cthyl>5-fluorophenyl]ethyl 

methy l(pheny I)carbamate 


370 


+++ 


2-f2-(( 1 R)- 1 - { [{4.chloropheny l)sulfonyl]-2.5-dinuoroanilino}ethyI)-5-nuorophenyl]ethyl 4 

(tri fluoromethy !)benzy Icarbamate 


371 


-HH- 


2-[2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethy l)pheny IJelhy 1 

isobutylcarbamate 


372 


+++ 


N-{4.[2-(l-{((4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyl}-N-ethyI- 

2,2-dimelhyIpropanamide 


373 


+-M- 


N-{3-f2-(I-{[(4.chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyI}-N- 

methylacrylamide 


374 


4-++ 


4.chloro-N-fl-(2-{4-[l{diethylammo)carbonyl](methyI)amino]butoxy}phenyl)ethyl]-N-(2.5 
difluorophenyl)benzenesulfonamide 


375 


+++ 


4-cnioro-N-(z-[J-(aietnylammo)propoxyJbenzyl}-N-{2,5- 
dtfluorophenyl)benzenesulfonamide hydrochloride 


376 


+++ 


4-chloro-N-{2-[3-(diethylamino)propoxy]benzyI}-N.(2,5- 
difluorophenyObenzenesulfonamide hydrochloride 


377 


+-4H- 


3-[2-((lR)-l-{[(4-chlorophcnyl)sulfonyl]-2.5-difluoroaniiino}ethyl)phenyl]-N,N- 

diethy Ipropanam ide 
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378 


+++ 


3-[2-({l R)- 1 -{ [(4-chloropheny l)suifony l]-2,5-di fluoroanilino}ethyl)phenyl]propyl 1 - 

piperidinecarboxylate 


379 


+++ 


2-[2-(( 1 R). 1 - { [(4-chlorophenyl)suIfony]]>2,5-difluoroanilino} ethyl)phenyl]ethy 1 

isopropylcarbamate 


380 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 -{4-fluoro-2-[(3. 
pyridinylmethoxy)methyIJphenyl}ethy!)benzenesulfonainide 


381 


+-H- 


N-{2-[2-(l-{[(4-chIorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]elhyI}-N- 
methy l-2-(2-lhieny Oacetam ide 


382 


-HH- 


4.chloro-N-(2,5-dinuorophenyl)-N-{ 1 -l2-(2- 
{methyI[(methylamino)carbonyl]aniino}ethoxy)phenyI]ethyl}benzenesuIfonamide 


383 


-M-t- 


3-[2-(( I R)- 1 -{[(4-chlorophenyI)sulfonyl]-2,5-dmuoroaniIino}elhyl)phenylJ-N.(2,5- 
difluorobenzyl)propananiide 


384 


+++ 


N-{4-[2-(l-{[(4.chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyl}.N- 
methyl-2-(phenylsulfanyl)acetamide 


385 


+++ 


2-[2-({lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyI)-5-fluorophenyI]ethyl 1 

phenylethylcarbamate 


386 


+++• 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniHno}methyI)phenoxy]propyl}-2- 

methoxy-N-methy lacetam idc 


387 


+++ 


N.{3-(2-(l-{[(4-chlorophenyl)sulfonyl]-2,5Hiifluoroanilino}ethy0phenoxy]propyI}-N,^ 
tctramethyI-3-oxo-2-oxabicyclo[2.2. 1 Jheptane- 1 -carboxamide 


388 


+++ 


N-( 1 ,3-bcnzodioxoI-5-y Imethy l).3-[2.(( I R)- 1 [{4.chlorophenyl)sulfonyI]-2,5- 
difluoroanilino }ethyl)pheny l]propanamide 


389 


++-f 


2-[2K(lR)M-{[(4K:hlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnyl]ethyl 

benzylcarbamate 


390 


+++ 


3-[2-{( 1 R)- 1 - { [(4-chloropheny Osulfony l]-2,5-dinuoroanIlino } ethy I)-5-fluoropheny l]-N-(2- 

phenylethyl)propananiide 


391 


+-H- 


4-chloro-N-{2-chloro-3-pyridinyl)-N.{2-[3-(N 
piperidiny l)propoxy]benzy 1 }ben2cnesulfonamide hydrochloride 


392 


+-H- 


2-[2-((lR)-l-{[(4.chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]cthyl 2- 

methoxyethylcarbamate 


393 


+++ 


3.[2-((lR)-l-{[(4.chlorophenyl)suIfonyI]-2,5-difluoroanilino}elhyl)phenyl]-N-[2-(l- 
pyrro!idinyi)ethyl]propanamide 


394 


-H-+ 


N-{3-[2-(l-{((4-chiorophenyl)suIfonyl]-2,5-difluoroaniiino}ethyl)phenoxy]propyl}-N- 
methylcyclopentanecarboxamide 


395 


-H-+ 


2-((lR).l-([(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobenzyl 2,2- 

dimcthoxyethylcarbamale 


396 


-f++ 


2-[2-((lR).l.{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyI]e^ 2 

methoxyethylcarbamate 


397 


-H-+ 


4-chloro-N-(2,5-difluorophenyl)-N-[ 1 -(2-{2- 
[[(dimethy lamino)carbonyl](incthy l)am ino]ethoxy } pheny l)ethy IJbenzenesulfonamide 


398 




2-(( 1 Ry 1 -{ [(4-dilorophenyI)sulfonyl]-2,5-difluoroaniIino)cthyI)-5-fluorobenzyI 

isobutylcarbamate 


399 


+-H- 


4-chloro-N.(2,5-difluorophenyI)-N-{2.[3-{2,5-dioxo-l- 
pyrToIidinyl)propoxy]benzy!}ben2enesulfonamide 


400 


-H-f 


4.chIoro-N-(2,5-dinuorophenyI)-N-((l R)-l -{4-fluoro-2-[(2- 
pyridinylmethoxy)methyl]phenyI}ethyl)benzenesulfonamide 


401 


-Hf-f 


3-f2-((lR)-l-{I(4-chlorophenyI)su!fonyl]-2,5-difluoroanilino}ethyl)phenyll-N- 

cyclohexy lpropan£ini ide 


402 


-H-f 


2-[2-((lR)-l-{[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 2- 

phenylpropylcarbamate 


403 


-H-H- 


3-(2K{lR)-I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenyl]-N- 

phenylpropanamlde 


404 


-H-+ 


3-[2-(( I R> 1 -{ [(4-chIorophenyI)sulfonyI]-2,5-difluoroanilino} ethyI)phcnyl]-N-(2- 

furylmethyOpropanamide 


405 


-H-+ 


2-[2-((lR)-l.{({4-chIorophenyl)su!fonyl]-2,5-dinuoroanilino}ethyI)-5- 
f1uorophenyl]ethanesulfonic acid 


406 


+++ 


3-(2-((lR)-l-{((4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnyll-N-{l,2,3,4- 
tetrahydro- 1 -naphthalenyl)propanamide 
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407 


+-«-+ 


4-chloro-N-{2-l3-(cyclohcxylsuirmyl)propoxy]benzyl}-N-(2,5- 
difluorophenyi)benzenesulfonaintde 


408 




N-{3-[2-(l-{f(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,6-- 

difluorobenzamide 


409 


+++ 


4.butyl-N-{3-(2^1.{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}benzamide 


410 




4-chloro-N-(2,5-difluoropheny 1).N- { 1 •(2-(3. { methyl ((4- 
n!lrophenyl)sulfonyl]amino}propoxy)phenyl]elhyl}benzenesulfonamide 


411 


+++ 


3-[2-(( 1 Ry 1 *{[(4-ch!orophcnyl)suironyl]-2,5-difluoroaniiino}ethyl)phenyl]propyi 

isopropylcarbamate 


412 


+++ 


N-{2-(2-{l-{[(4-chlorophenyl)sulfonyl)-2,5-difluoroaniIino}ethyl)phenoxy]ethyl}-N-cthyl- 

2,2-dimethyipropan amide 


413 


-MH- 


4-chloro-N-(2,5-difluoropheny!)-N-(2-(3-hydroxypropyl)ben2yl]ben2enesulfonamidc 


414 


++4- 


1-tcrt-butyl 4-[2-((!R)-!.{[(4-chIorophenyI)suIfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorobenzyl] 1 ,4-piperazinedicarboxy late 


415 


+++ 


methyl [{3-[2-(l-{((4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}(methyl)amino](oxo)acetate 


416 


+-H- 


[[2-(( 1 R). 1 .{ [(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)benzyl](methyl)amino]acetic acid hydrochloride 


417 


+++ 


N-{2-(2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]cthyl}-N-ethyl- 

2-(phenylsulfanyl)acetamide 


418 


4-+4- 


2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino }ethy l)-5-fluoroben2yI 2-( 1 - 
methyl-2-pyrroIidinyl)ethylcarbamate 


419 


+4-1- 


2-[2K(lR)-l-{[(4-ch!orophenyl)suIfonylJ-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl4 

fluorobenzylcarbamate 


420 


+++ 


4-chloro-N-(2,5-difluorophenyI)-N-({3-[3-(l-piperidinyl)propoxy]-2- 
naphthyl }methyl)benzenesulfonamide hydrochloride 


421 


+++ 


4-chloro-N-(2,5-difluorophenyI)-N-{{3-[3-{l-piperidinyI)propoxy]-2- 
naphthyl}methyl)ben2enesulfonamide hydrochloride 


422 


-H-+ 


2-[2-((lR)-l-{[{4-chlorophenyl)su!fonyl]-2,5-difluoroaniIino}ethyl)-5-fluorophenyl]ethyl 2 

phenylethylcarbamate 


423 


+++ 


N-{ 3-[2-( l-{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanllino}cthyl)phcnoxy]propyl }-4- 

propylbenzamide 


424 


+++ 


N-{3-[2-(l-{[(4-chlorophcnyI)sulfony!]-2,5-difluoroaniIino}cthyl)phenoxy]propyl}-2- 

methoxy-N-methylbenzamide 


425 




2-(2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl benzyl[2- 

(dimethylamino)ethyl)carbamate 


426 


+++ 


3-[2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroaniIino}cthyl)phenyl]-N-methy 

pheny Ipropanam ide 


427 


+-M- 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino}ethyl)phenyl]-N-(2- 
phenylpropyl)propanamide 


428 




N-{3-{2-( 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-dtf1uoroanilino}ethyt)phenoxy]propyl }-3- 
cyclopentyl-N-mcthy Ipropanam ide 


429 


+++ 


2-((l R)- 1 -{ [(4-chIorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorobenzyl tetrahydro 

2-furanyimethylcarbamate 


430 


-fH-+ 


3-[2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenyl]-N-(3,4- 
difluorobenzyl)propan amide 


431 


+H-+ 


3-[2-((lR)-l-{l(4.chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnyl]-N-(l- 

phenylethyOpropan amide 


432 


4-f-f 


N- { 3-[2-( 1 - { [(4.chloropheny l)sulfony l]-2,5- 
difluoroanilino}ethy!)phenoxy]propyl}acrylamide 


433 




N- { 4-[2-( 1 - { f (4-chloropheny l)sulfony l]-2,5-difluoroanilino}ethyl)phenoxy]buty 1 }-N,3- 

dimelhyl-2-butenamide 


434 


+++ 


N-{2-[2-(l-{[(4-chIorophenyl)sulfonyl)-2,5-difluoroanilino}elhyl)phenoxy]ethyl}-N-ethyl- 

2-methoxyacetam ide 


435 




2-[2-((lR)-l-{[(4-chlorophenyl)su!fony!l-2,5-difluoroanilino}ethyl).5-fluorophenyl]ethyl 2 

furylmcthyicarbamate 
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436 


+++ 


2-[2-((IR)-l-{[(4-chlorophenyi)sulfonyl]-2,5-difluoroaniiino}ethyl)phenyl]ethyl 2-(lH- 

indo 1-3 -y 1 )ethy Icarbamate 


437 


+++ 


2-((lR)-l-{[(4-chlorophenyl)sulfonyl}>2,5-difluoroanilino}ethyl)-5-fluorobenzyl 

isopropy Icarbamate 


438 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N- { ( I R)- 1 -[2-( I H-imidazoI- 1 - 
ylmethyl)phenyl]elhyl}benzenesulfonaniide hydrochloride 


439 


+++ 


4.chIoro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 .[2-( 1 H-tetraazol- 1 - 
ylmethyl)phenyl]ethyl}ben2enesuIfonaniide 


440 




4-iert.butyl.N-{3-[2-(I-{f(4-chlorophenyl)sulfonyl]-2.5- 
difluoroanilino}cthyl)phenoxy]propyI}-N-niethylbcnzamide 


441 


+++ 


2-[2-((lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino}elhyl>5-fluorophenyl]ethyl 

butyKmcthyOcarbamate 


442 


+++ 


N-{2-(2-(l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino)ethyl)phenoxy]ethyl}-N- 
methylcyclopentanecarboxamide 


443 


-+-M- 


3-[2-(( I R). 1 . { [(4-chlorophcny l)sulfonyl].2,5-difluoroanilino } ethyl)pheny I]-N-(2- 

phenylethyI)propananiide 


444 


+++ 


N-benzy l-3-[2-({ 1 R)- 1 - { [(4-chlorophcny l)sulfony I)-2,5-difluoroanilino}cthy I)-5- 
fluorophenyl]-N-methyIpropanzunide 


445 


+-H- 


4-chloro-N-(2,5-difluoropheny I>.N- { 1 -[2-(4- 
{ethyl[(ethyiamino)carbonyl]amino}butoxy)phenyl]ethyl}benzenesulfonamide 


446 


-H-+ 


3-|2-((lR)-l.{[(4-chlorophenyi)su!fony!]-2,5-difluoroanilino}cthyl)phenyI]-N-(3- 
pyridinylmethyOpropanatnidc 


447 


+++ 


6-amino-N-{3-[2-({[(4-ch!orophenyI)sulfonyl].2,5- 
difluoroanilino)melhyl)phenoxy]propyI}-N-methylhexanamide hydrochloride 


448 


-H-+ 


6-ainino-N-{3-[2-({[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino}inethyl)phenoxy)propyl}-N-methylhexanainide hydrochloride 


449 


-H-+ 


N- {4-[2-( 1 -{ [(4-chlorophenyi)sulfonyI]-2,5-difluoroanilino}elhy Ophenoxy ]butyl } -N- 

ethylcyclobutanecaiboxamide 


450 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-[ 1 -(2-pyridinylcarbonyI)-2- 
piperidinyl]ethoxy } benzy Obenzenesulfonam ide 


451 


•*-h4- 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-[ 1 -(3-pyridinylcarbonyl)-2- 
piperidinyl]ethoxy}benzyl)benzenesulfonaniide 


452 


+-H- 


N-benzyl-3-t2-((lR)-l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyI> 

methylpropanam idc 


453 




N-{2-[2-(l-{[(4-chlorophenyJ)sulfonyII-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

ethylacetamide 


454 


+++ 


N-{4-(2Kl-{[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}ethyI)phenoxy]butyl}-N-elhyI- 

2-methylpropanamide 


455 


-H-+ 


2-((lR)-l-{[(4-dilorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl>5-fluorobenzyl 1-benzyl- 

4-piperidiny Icarbamate 


456 


-HH- 


2-[2-((l R)-l -{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenyl]ethyl 3- 

pyridinylcarbamate 


457 




2-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroaniiino}ethyl>5-f1uoropheny l]ethyl 2 

phcnylpropylcarbamate 


458 




N-{3-[2-({[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}melhyl)phenoxy]propy!}-N,2,2- 

trimethylpropanamide 


459 


-H-+ 


2-f2-{(lR)-l-{[(4-ch[orophenyl)sulfonyl]-2,5-difluoroanilino}elhyI)-5-fluorophenylJethyl 2 

(4-chlorophenyI)elhylcarbamate 


460 


-M-f- 


4-chloro-N-(2-chlorophenyl)-N-{2-[3-( 1 -piperidinyl)propoxy]benzyl }benzenesulfonainide 

hydrochloride 


461 


+++ 


N-{3-[2-({[(4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino}melhyl)phenoxy]propyl}-N- 

methy ipropanam ide 


462 


-f-H- 


N-{3-[2-( 1 - { [(4-chloropheny])sulfonyl]-2,5-dif1uoroani]ino}ethyl)phenoxy]propyI }-N- 
mclhyl-3-nitrobenzenesuironamide 


463 


-H-4- 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyI}-N- 

methylbutanamide 


464 


-H-+ 


N-{3-[2-(I-{[(4-chlorophenyl)sulfonyl]-2,5-difiuoroanilino}ethyl)phenoxy]propyl}-2- 

fluorobenzamide 
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465 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-({3-{3-(l-piperidinyl)propoxy]-2- 
pyridinyl}methyl)benzenesulfonamide hydrochloride 


466 


+-h+ 


N- { 3-[2-( I - { t{4-chlorophcny l)sul fonyl]-2,5-difluoroanilino }cthy!)phenoxyJpropy I } -N- 

methylbenzamide 


467 


+-H- 


N-{3-(2-(l-{[(4-chloropheny0sulfonyl]-2,5-difluoroani!ino}elhyl)phenoxy)propyI}- 
2,2.3,3,4,4,5,5,6,6,7,7,8,8,8-pentadecafluoro-N-methylocianamide 


468 




methyl 4-[{2-[2-(l-{I(4-chlorophenyl)sulfonyl]-2,5. 
difluoroanilino}ethyl)phenoxyjethyl}(methyl)amino]^-oxobutanoale 


469 


+++ 


N-{4-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]butyi}-N- 
methyI-2-(2-thienyl)acetainide 


470 




N-{4-[2-(l.{[(4-chlorophenyI)suIfonyl]-2,5-dif]uoroanilino}ethyl)phenoxy]butyI}-N- 

ethylbutanamidc 


471 


+++ 


N- { 3 -(2-( I -{ [(4-chlorophenyl)sulfonyl J-2,5-difluoroanilino } ethy l)phenoxy]propy I } -4.ethyl 

N-methylbenzamide 


472 




3-[2-((lR)-U{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenyl]propyl 

methyl(phenyl)carbamate 


473 


+++ 


2-(( I R)- 1 - { [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobcnzyI 2-{l H- 

indoI-3-yl)ethylcarbamale 


474 


++ 


N-{4-[2-{l-{[(4-chlorophenyI)sulfonylJ-2,5-difluoroanilino}ethyl)phenoxy]butyl}-N. 
methy Icyclopentanecarboxam ide 


475 


-H- 


N-{3-[2-(l-{[(4.chlorophenyl)sulfonyl].2,5-difluoroaniHno}cthyI)phenoxylpropyl}-N- 
inethyl-2-thiophenecarboxainide 


476 


++ 


4-chloro-N-(2.5-difluorophenyI)-N-(l-(2-{3-[[(4- 

fluorophenyl)sulfonyl](methyl)amino)propoxy}phenyl)ethyl]ben2enesulfonamide 


477 


++ 


N-{3-[2-{l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
melhyl- 1 ,3-benzodioxole-5-carboxamide 


478 


-f-f 


3-[2-((1R)-l-{I(4-chlorophenyl)sulfonyI]-2,5-dinuoroaniIino}ethyl)phenyl]-N-(2- 
m ethoxyethyl)propanamide 


479 


++ 


3-[2-((lR)-l-{[(4-chlorophenyl)suifonyl)-2,5-difluoroaniIino}ethy!)phenyI]propyl 

diethylcarbamate 


480 


++ 


2-((lR)-l-{l(4-chIorophenyl)su!fonyl]-2.5.difluoroanHino}cthyl)benzyl 2-(lH-indoI-3. 

yl)cthyicarbainate 


481 


•M- 


2-(( 1 R)- 1 -{ [(4-chlorophcnyl)su!fonyI]-2,5-difluoroaniIino}ethy I>5-fluorobenzyI 3- 

pyridinylmethylcarbamate 


482 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
m ethy l-2-nitroben2enesulfonani ide 


483 


++ 


m ethyl { [2-(( 1 R)- 1 - { [(4-chlorophcnyl)suifony l].2.5. 
difluoroanilino}ethyl)benzyl]amino}acctatc 


484 


■H- 


N-{2-(2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

methylbutanamide 


485 


+H- 


N-{4-[2-( 1 -{ [(4-chlorophenyl)su!fonyll-2,5-difluoroanilino}ethyl)phenoxy]butyl }.N-ethyl. 

3-inethyibutanainide 


486 


++ 


1 -tert-buty! 4-[2-(( 1 R)- 1 -{((4-chlorophcnyl)sulfonyl]-2.5-difluoroaniIino}ethyl)benzyI] 1 ,4- 

piperazinedlcarboxylate 


487 


+-f 


N.[2.(4-chiorophenyl)ethyI].3-[2-((lR)-l-{((4.chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenyl]propanamidc 


488 


++ 


N- { 2-[2-( 1 - { [(4-chlorophenyl)sulfonyl].2,5-difluoroanilino}ethy l)phenoxy]ethyl }.N- 

melhylbenzamide 


489 


++ 


4.[2.((lR>l.{[(4.chiorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)-5-fluorophenyl]-N,N- 

dipropy Ibutanam ide 


490 


++ 


N- { 4-(2-( 1 - { [(4-chlorophenyl)sulfony 1 )-2,5-difluoroanilino } ethy!)phenoxy]buty 1 }-N,3- 

dimethylbutanam ide 


491 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-[2-(l H-tetraazo!-I - 
y Imethy l)benzy IJbenzenesulfonam ide 


492 


++ 


4-chloro-N- { 2-[3-( 1 , 1 -dioxido-4-thiomorpholinyl)propoxy Jbcnzy 1 J-N- 
phenylbenzenesuIfonamide hydrochloride 


493 


-H- 


2-[2-(( 1 R)- 1 •{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnyl]elhyl 

diallylcarbamate 
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NUMBER 


ACTIVITY 


COMPOUND 


494 


++ 


N-{2-(2-(l-{[(4-<;hlorophenyl)suIfonyI]-2,5-difluoroanilino}elhyl)phenoxy]ethyI}-N- 
niethyl-2-(phenylsulfanyl)acetainide 


495 


+-!• 


(2E)-N-{4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}elhyl)phcnoxy]bm 

methyN2-butenainidc 


496 


++ 


N-{3-f2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyi)phenoxy]propyl}[l,r- 

biphenyI]-4-carboxamide 


497 


-H- 


N.{3-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,3,6- 

trifluorobenzamide 


498 


++ 


3-[2-((lR)-l-{[(4-chlorophcnyI)sulfonyI]-2,5-difluoroanilino)cihyl)phenylJpropyl 

benzylcarbamate 


499 


-M- 


ethyl 4-[2-(l.{[(4.chlorophenyI)suIfonyl].2,5-dinuoroanilino}ethyl)phenoxy]butanoate 


500 


++ 


N-(sec-butyl).3.[2-((l R). 1 -{ [(4-chIorophenyf)sulfonyl]-2,5- 
difluoroanilmo}ethyi)phenyl]propananiide 


501 




N-{2-[2-(l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N,3- 

diinethyI-2-butcnamide 


502 


-H- 


N-{3-(2-(l-{[(4.chlorophenyl)suIfonyl].2,5-difluoroanliino}ethyl)phenoxy]propyl}.2,4- 

di fluoro-N-methylbenzamide 


503 


++ 


(2E)-N-{2.[2<l.{[(4-chIorophenyi)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]ethyI}-N^ 

methyl-2-butenamide 


504 


-M- 


N-{2.[2-(l-{[(4-ch!on)phcnyI)sulfonyl]-2,5-difluoroanilino}cthyI)phenoxy)ethyl}.^ 

ethylpropanamide 


505 


++ 


2-bromo-N- {3-[2-( 1 - { ((4-chloropheny l)suIfony 1].2,5- 
difluoroanilino}cthyl)phenoxy]propyI}-N-niethylbenzamide 


506 


-H- 


N-{2-[2-( 1 -{ [(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N-ethyl- 

4-inorpho! inecarboxam ide 


507 




2-(( 1 R)- 1 -{[(4-chlorophenyl)sulfonyll-2,5-difluoroanilino}ethyl).5-fluorobenzyl 2,5- 

difluorobenzylcarbamate 


508 




2-f 2-(( 1 Ky 1 -{ [(4-chlorophcny I)suIfonyI J-2,5-difluoroaniIino}cthyI)pheny!}ethyI 2,5- 

difluorobenzylcarbamatc 


509 


-H- 


2-(( 1 R)- 1 - ( [(4-chIorophcnyl)sulfonyl J-2,5-di fluoroanilino }ethyl)ben2y 1 3-( 1 H-imidazol- 1 - 

yOpropylcarbamate 


510 


+-f 


N-{2-[2<l.{[(4-chIorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxyJethyl}-N- 
methyl- 1 -adamantanecarboxamide 


511 


•M- 


N-{2-[2-(l-{[(4-chiorophenyl)suIfonyl]-2,5-difluoroanilino}ethyI)phenoxy]ethyl}-N- 
methylcyclohexanecarboxamide 


512 


-H- 


3-I2-(( 1 R)- 1 -{ [(4-chIorophenyl)sulfonyl)-2,5-difluoroanilino}ethyl)phcnyl]-N-P^ 

2-pyiToHdinyl)ethyl]propanamide 


513 


++ 


2-chloro-N.{3-[2.(l-{[(4-chIorophcnyl)sulfonyI].2,5- 
difluoroaniiino}ethyl)phenoxy]propyI}-N-inethylben2amide 


514 


++ 


(2EVN-{4-[2-(N{[(4-chiorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenoxy]butyl}-^ 

ethyl>2-butenainide 


515 


++ 


N-benzyl-3.[2-((lR).l-{[(4-chlorophenyl)sulfonyl]-2,5. 
difluoroanilino}ethyl)phenyl]propanamide 


516 


+-f 


3-(2K(lR)-l-{[(4-chlorophenyl)sulfonylJ-2,5-difluoroanilino}ethyl)phenyl]-N-[2-- 
(d iethy lam ino)ethyl]propananiide 


517 


++ 


N-butylO-[2-((lR>l-{[(4-chlorophenyI)sulfonyl]-2,5.difluoroanilino}ethyl)pheny 

methylpropanamide 


518 


++ 


N-{3-[2-(l-{[{4-chlorophenyI)sulfonyl]-2.5-difluoroaniIino}ethyl)phenoxy]propyI}-2,6- 

dimcthoxy-N-methylbenzamide 


519 


++ 


3-[2-((lR>l-{[(4-chlorophenyl)sulfonyI].2,5-difluoroanilino}ethyl)phenyIl-N-(3- 

fluorobenzy Opropanam ide 


520 


■M- 


N-{3-(2-(l-{[(4-chIorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]propyi}-2,5- 

difluorobenzamide 


521 


-M- 


2-((lR)-l-{((4-chlorophcnyl)suJfonyl]-2,5-difluoroaniIino}ethyl)benzyl bis(2- 
inethoxyethyl)carbamate 


522 


+4- 


N.{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2.5-dinuoroanilino}elhyI)phenoxy]cthyl}-N,3- 

dimethylbutanamide 
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ACTIVITY 


COMPOUND 


523 


-h+ 


N-{3-(2-(l-{[(4-chlorophcnyl)sulfonylJ.2,5.dinuoroanilino}elhyJ)phenoxyjpropyl}-2,^ 

difluoro-N-methylbenzamide 


524 


-M- 


4-chloro-N.{2,5-difluorophenyI)-N-(( 1 R> U { 2.[3-(2H.tetraa2oI-2- 
y l)propyI]pheny I } ethy Obenzenesulfonam ide 


525 


+-»- 


2-[2-(( I R)- 1 -{K4.chlorophenyl)sulfony!]-2,5.dmuoroanilino}ethyI)phenyl]ethy 1 3- 

fl uorobenzy Icarbamaie 


526 


++ 


4-chloro-N-(2,5-difluoropheny l)-N-{( 1 R)- 1 . { 2-[2-{ 1 H-imidazoU 1 - 
yl)ethyI]phenyl}ethyl)benzenesulfonamide hydrochloride 


527 


-M- 


methyl 4.{{ 3-[2K 1 - { ((4-chIoropheny !)suIfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyI}amino>-4-oxobutanoate 


528 


-H- 


4-butoxy-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino}eihyl)phenoxy]propy!}-N-melhyIben2ainide 


529 


■H- 


2-(( 1 R). 1 - { [(4-chlorophenyl)sulfony I]-2,5-difluoroanilino}eihyI)benzyl 3- 
pyridinylmethy Icarbam ate 


530 


-H- 


2-({3-[2-({[(4-chloropheny!)sulfonyJ].2,5- 
difluoroanirmo}methyl)phenoxy]propyl }(mcthyl)ainino]- 1 , 1 -dimethyl-2-oxoethyl acetate 


531 


++ 


3-[2-((IR)-l-{[(4-chIorophenyI)su!fonyl]-2,5-difluoroanilino}ethyl)phenyI]-N-(3- 

pyridinyI)propanamide 


532 


++ 


3-(2-{( 1 R). I . { [(4.chlorophenyl)sulfony!]-2,5'difluoroaniIino}cthyl)phenyI]-N- 

tsobutyipropanamide 


533 


-H- 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl)-2,5-dinuoroanilino}ethy0pheiioxy]propyl}-N- 
inethyl-9-oxo-9H-fluorene-4-carboxainide 


534 


++ 


4-chloro-N-(2.5-difluorophenyl)-N-{(lR)-l-[2.(2H-tetraazoU2- 
ylmethyl)phenyl]ethyI}bcn2cnesuIfonamide 


535 


++ 


2-((lR).l-{[(4-chIorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyI)-5.fluoroben2yl bcnzylp- 

(dimethy lam ino)ethy I] carbamate 


536 


++ 


N«{3-[2-(l-{((4-chlorophenyi)sulfonyI]-2»5-difluoroaniIino}elhyl)phenoxy]propyl}-2,4. 

difluorobenzamide 


537 


++ 


2-[2.((lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 

sec-buty Icarbam ate 


538 


++ 


2-((lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-dinuoroanilino}ethyI)-5-fluorobenzyl 2-(2- 

pyridinyl)ethylcarbamate 


539 


+-f 


2-(( 1 R)- 1 - { [(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino }ethyl)-5-fluorobenzy 1 1 - 

phenylethylcarbamate 


540 


++ 


4-chloro-N-(2.5-difluorophenyl)-N-[l-(2-{3-[methyl(4- 
toluidinocarbonyl)amino]propoxy}phenyl)ethyl]ben2enesulfonamide 


541 


•H- 


N.{4-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroariiIino}ethy!)phcnoxy]butyl}.N-ethyl- 

2-(2-thieny1)acetamide 


542 


++ 


2-({IR)-l-{[(4.chlorophenyl)sulfonyl]-2,5-dinuoroaniIino)ethyI)ben^l 2-(2- 
pyridinyl)ethylcarbamate 


543 


++ 


N-[l-(2-{3-[[(4-tert-butylphenyl)sulfonyl](methyi)amino]propoxy)phcnyl)cthyI]-4-chIoro- 
N-{2,5-difluorophenyl)bcnzenesuIfonamide 


544 


-M- 


N-benzy l-3-[2-(( 1 R)- 1 - { ((4-chlorophcnyl)sulfonyl]-2,5-difluoroanHino}ethyl)pheny I]-N-[2 

(dimethylamino)cthyI]propanamide 


545 


-H* 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniltno}ethyl)phenoxy]propyl}-l- 

naphth amide 


546 


++ 


3-[2-'(( 1 R)- 1 - { ((4-chIorophenyl)suIfonyl]-2.5-dinuoroanilino}elhyl)phenyl]propyI 

butyl(melhyl)carbamate 


547 


++ 


4.chloro-N-(2,5.dinuorophenyI)-N-[(l.R).N(2,3.4,5,6- 
pentafluorophenyI)ethyl]benzenesuIfonamide 


548 


-H- 


N-{4-|2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)phenoxyJbutyl}-N.ethyl- 

3-methyl-2-butenamide 


549 


-M- 


2-(( 1 R). 1 - { [(4-chlorophenyl)su]fonyl]-2,5-difluoroanilino}ethyl)-5-fluorobenzy 1 3,4- 

difluorobenzylcarbamate 


550 


•4-1- 


2-[2-((lR)-I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 

diethy (carbamate 


551 


++ 


N-{3-l2-({[(4-chiorophenyl)sulfonyl]-2,5-difluoroaniIino}methyl)phenoxy]propyl}-N,2- 

dimethylpropan amide 
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ACTIVITY 


COMPOUND 


552 


-H- 


3-[2-(( I R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}elhyl)phcnylJ-N-(4- 
fluorobenzy Opropanam ide 


553 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-[l-(2.{4- 
[[(ethylaniino)carbonyl](melhyl)amino]buioxy}phenyl)ethyllbenzenesulfonamide 


554 


++ 


2-[2-(( I R)- 1 -{l(4-chlorophenyl)sulfony ll-2,5-difluoroanilino}ethy!)phenyl]ethy 1 
benzy!(methy!)carbaniatc 


555 


++ 


3-[2-(( 1 R)- 1 -{ [{4-chlorophenyl)sulfony l]-2,5-difluoroanilino } ethyl)phenyl]propyl 3.4- 

d i fluorobenzy Icarbam ate 


556 


•H- 


2.((lR)-|.{[(4-chlorophenyI)suIfonyl]-2,5-dinuoroanilino}ethyI)-5-fluorobenzyI 1- 

piperidinecarboxylate 


557 


++ 


2-((lR)-l.{[(4-chlorophenyI)sulfonyI]-2,5-difluoroannino}ethyl)-5-fluorobcn^l 4- 
methylcyclohexylcarbamale 


558 


++ 


N-{3-[2<I-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-^^^ 

dimethyl-2-nitrobenzamide 


559 


-H- 


N-{2-[2-(l.{{(4-chlorophcnyl)suIfonylJ-2,5^ifluon)anilino}ethyl)phenoxy]ethyi 

2-mcthylpropanainide 


560 


-H- 


methyl 4-[{242-(I .{[(4-chIo^ophcnyl)suIfonyI].2,5- 
d ifluoroan i I ino } ethy l)phenoxy ]ethy 1 } (ethy l)ain ino]-4-oxobutanoate 


561 


++ 


N-{4-[2-( 1 - { f (4-chiorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyI)phenoxy]butyl }-N- 

methylbenzamide 


562 


++ 


ally] 3-[2-(N{((4-chIorophenyI)sulfonyI].2.5- 
difluoroanilino}ethyl)phenoxy]propyl(methyl)carbamate 


563 


-M- 


2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthy!)ben^l 2,2- 
dimethoxyethylcarbamate 


564 


++ 


4-chloro-N-{2,5.difluorophenyI)-N-[ 1 -(2-{2- 
[methyl(methylsulfonyl)amino]ethoxy}phenyl)ethyl]ben2enesulfonamide 


565 


-H- 


2-{( 1 R)- 1 - { [(4-chloropheny l)sul fony l]-2.5-difluoroanilino } ethy l)-5-fluorobenzy I 2-(4- 

chIoropheny!)ethyJcarbamate 


566 


-H- 


2-((lR)-l-{[(4-chIorophenyl)suIfonyI]-2,5-difluoroaniHno}ethyl>5-fluorobenzyl 
benzyl(methyl)carbainate 


567 


++ 


2-{(lR)-l-{[(4-chlorophenyI)suIfonyl]-2,5-dinuoroanilino}ethyl)-5-fluorobenzyl 

benzylcarbamate 


568 


++ 


2<(IR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5.fluoroben2yl 2- 

pyrtdinylmethylcarbaxnate 


569 


++ 


2-[2-(( 1 R). 1 - {[(4-chlorophenyl)sulfony l]-2,5-difluoroanilino } ethy l)pheny IJethyl 2- 

phenylethylcarbamate 


570 


++ 


N-{3-[2-(l.{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino>ethyl)phenoxy]propyl}-N- 

inethyl-2-nitrobenzainide 


571 


++ 


N-{3-[2-(l-{((4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-3,4- 

difluoro-N-methylbenzamide 


572 


-H- 


4-chloro-N-[l-(2-{2-[[(diethylamino)carbonyI](methyI)aminoJcthoxy}phenyl)ethyl]-N^^^ 
difluorophenyl)benzenesulfonamide 


573 




N-{2-[2-(]-{[(4-chlorophenyl)su]fonyI]-2.5-dlfluoroanilino}ethyl)phenoxy]ethyl}-N- 

methy 1-2-furam ide 


574 




(2S)-2- { [2.(( 1 R). 1 - { [(4-chloropheny Osulfony l]-2,5- 
difluoroanilino}ethyl)benzyl]aniino)propanoicacid 


575 


++ 


4-chloro-N-(2,5-difluorophenyI)-N-[ 1 -(2- { 3-[f (4- 
methoxyphenyl)sulfonyI](methyl)amino]propoxy}phenyl)ethyl]benzenesulfonainide 


576 


-H- 


2-[2-(( 1 R). 1 -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethy l)phenyl]ethyl 4- 

lluorobenzyicarbamate 


577 


++ 


N.[l-(2-{4-[[(lert-bulylamino)carbonyl](cthyl)amino]butoxy}phenyJ)ethylH-chloro^ 

d i fluoropheny I )benzenesu 1 fonam i d e 


578 


++ 


N-benzyM-chloro-N-(2,5-difluorophenyl)ben2enesulfonaniide 


579 


-M- 


N-{2-[2-(I-{[(4-chIorophenyl)sulfonylJ~2,5-dinuoroanilino}clhyl)phenoxy]ethyl}-N- 
methyl-2-thiophenecarboxamide 


580 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaninno}eihyl)phenoxy]propyl}-4. 

cy ano-N-methy Ibcnzam ide 
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NUMBER 


ACTIVITY 


1 1 

COMPOUND 


58 i 


++ 


2-((l R>N{{(4-chlorophenyl)sulfonyi]>2,5-difluoroantlino}ethyl)benzyl tetrahydro-2' 

furanytmethylcarbamate 


582 


++ 


2,5-dich!oro-N-{3.[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5. 
difluoroanilino}elhyI)phenoxy]propyl}-N-melhylbenzenesu!fonainide 


583 


++ 


2-chloro-N.{3-[2-(I-{[(4-ch[orophenyI)sulfonyI]-2.5- 
difluoroan!nno}ethyl)phenoxy]propyI}-N-methylbenzenesuIfonamide 


584 


+-f 


4-buty {3-(2-( I - { [(4-chlorophcny l)suifonyl J-2,5-difluoroaniiino } elhy Opheno 

N-methylbenzamide 


585 


++ 


4-chloro-N-(2,5-difluorophenyl)-N.(2-(l H- 1 ,2,4-triazol- 1 - 
ylmethy l)benzyl]benzenesul fonam ide 


586 


-M- 


N-(l-(2-{4-[[(iert-butyIamino)ca^onyIl(methyl)amino]butoxy}phenyI)ethyl]^ 
(2,5-dif1uorophenyI)benzenesulfonainide 


587 


++ 


2-(( 1 R)- 1 - { [(4.chloropheny l)sulfony l]-2,5-difiuoroanilino } ethy Obenzy 1 2-( 1 -methy 1-2- 

pyrroHdinyOethylcarbamatc 


588 


++ 


N-{4-[2-(l-{[(4-chiorophenyl)su!fonyl]-2,5-difluoroanilino}cthyi)phenoxylbutyl}-N- 

methy Ipentanam ide 


589 


++ 


N. { 3-[2-( 1 - { [(4-chloropheny l)su 1 fonyl]-2,5-. 
difluoroanilino }ethyl)phenoxy] propyl } benzam ide 


590 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl].2,5-difluoroanilino}ethyl)phenoxy]propyl}.2- 

methylbenzamide 


591 


-H- 


N-{2-[2-{l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]ethyl}-N- 

ethylbenzamide 


592 


-M- 


N-{2-[2-(l.{[(4-chiorophcnyl)sulfonyl]-2,5Klifluoroanilino}ethyl)phenoxy]ethyI}.N-eth^ 

2-thiophenecarboxamide 


593 


-H- 


2-(( 1 R)- 1 -{ [(4-chIoropheny !)sulfonyI]-2,5-difluoroaniIino}ethyI)benzyl 4- 
(trifluoromethyl)benzylcarbamate 


594 


++ 


4-chloro-N-(2,5-difluorophenyI)-N-{ I -[2-(2- 
{ethyl[(ethylamino)carbonyI]amino}ethoxy)phenyl]ethyl}benzencsulfonamide 


595 


++ 


{ [2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyI]-2,5-dinuoroaniIino }ethyl)benzyl]amino} acetic 

acid hydrochloride 


596 


++ 


N-{3-[2-({[(4-ch!orophenyl)suIfony!]-2,5-dinuoroanilino}melhyl)phenoxy]propyl}-N- 
methyM-morpholinecarboxamide 


597 


-H- 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{3- 
I[(dimethylamino)carbonyi](methyl)amino]propoxy}benzyl)benzenesulfonamide 


598 


++ 


2-[2-({ 1 R)- 1 -{ [{4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyi)phenyl]elhyl 2-(4- 

chiorophenyl)ethylcarbamate 


599 


-H- 


4-chloro-N-(2,5-difluorophenyl)-N-( 1 - { 2-[3-(methy 1{ [4- 
(trifluoromethyI)phenyl]sulfonyl}amino)propoxy]phenyl}ethyl)benzenesulfonainide 


600 


++ 


N-{2-I2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino)ethyl)phenoxy]ethyl}-N- 
ethy Icyclobutanecarboxaxn ide 


601 


++ 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)suIfony I]-2,5-difluoroanilino }ethyl)-5-fluoroben^l 

diethylcarbamate 


602 


•H- 


N-{3-I2-(I-{[(4-chlorophenyJ)sulfony!]-2,5-difluoroanilino}ethyl)phenoxyJpropyl}-N- 

methyI-4-nitrobenzainidc 


603 


++ 


N-{3-[2-(l-{[(4-chlorophenyI)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyI}-2- 
cyclohexyl-N-methylacetamide 


604 


++ 


4-chloro-N-{2-[3-(cyclohexylsuIfonyl)propoxy]benzyl}-N-(2,5- 
dif1uorophenyl)benzenesulfonamide 


605 


-H- 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}methyI)phcnoxy]propylJ.4- 

cyano-N-methylbenzamide 


606 


++ 


N-{3-[2.(l.{[(4.chIorophenyl)sulfonyl]-2,5-dinuoroaniIino}ethyl)phenoxy]propyI}-4- 

cyanobenzamide 


607 


++ 


N-{3-[2-(l-{[(4-chIorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-3,5- 

d initrobenzam id e 


608 


++ 


N-(2,5-difiuorophenyl)-4-methyI.N-{2-[3-(l- 
piperidinyI)propoxy]benzy!}benzenesulfonainide hydrochloride 


609 


++ 


N-{4-(2-(l.{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}cthyl)phenoxyJbutyl}-N- 

ethylpentanamide 
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COMPOUND 


610 


++ 


2-(( 1 R)- 1 -{ [(4.chJorophenyl)sulfony !]-2,5-difluoroaniiino}eihyl)l>enzyI 2-( 1 - 
pyrroIidinyOelhylcarbamaie 


611 


++ 


4-chloit)-N^2,5-dinuorophenyl)-N-[6-(l-piperidinyl)hexyl]ben2enesulfonaiiiide 

hydrochloride 


612 


++ 


2-((lR)-l-{((4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)ben2yl isobutylcarbamate 


613 


++ 


tcrt-butyl 6-[{3-[2-({[(4-chlorophenyl)suIfonyl]-2,5- 
difluoroaniIino}methyl)phenoxy]propyl}(methyl)aniino]-6-oxohexylcarbainate 


614 


4H- 


2-(( I R)- 1 ' {((4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}elhyl)-5-fluorobcn2yl 1 ,3- 
benzodtoxoI-5-yImethyicarbainate 


615 


++ 


2-({IR)-l-{[(4-chIorophenyi)sulfonyi]-2,5-difluoroaniIino}ethyl)-5-fluorobenzyl 4- 

morphciinecarboxylate 


616 


++ 


N-{3-[2-(N{[(4.chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyi}.3,5- 

dif1uoro-N*methylbenzamide 


617 


++ 


N-{3-[2-(l-{[(4-ch!orophenyI)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyJ}.N,2,4.6 

tetram ethy Ibenzenesulfonam ide 


618 


++ 


S-methyl 4-(2-( 1 -{ [(4.chlorophenyl)sulfonyl]-2,5- 
difluo^oanilino}ethyI)phenoxy]buty!(methyl)thioca^baInate 


619 


-H- 


2-{{lR)-l-{[(4^hlorophenyl)sulfonyl]-2.5-difluoroanilino}ethyl)-5-fluorobenzyl 4- 

fluorobenzylcarbamate 


620 


-f-f 


3-[2-((lR)-l-{[(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]propyl 4- 

fluorobenzylcarbamate 


621 


+4- 


4-chloro.N-(2.5-dinuorophenyl>N-[2-(3-hydroxy-l-propynyl)ben2yl]benzenesulfonaniide 


622 


++ 


2-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfony I]-2,5-difluoroaniHno}ethyl)phenyl]ethyl ( 1 S)- 1 - 

phenylethylcarbamate 


623 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenoxy]propyi}.2,3,6- 

trifluoro-N-methylbenzamide 


624 


++ 


2-[2-(( 1 R)- 1 -{ [(4-chlorophcny Osulfony l]-2,5-difluoroanilino}ethyl)phenyi]ethy 1 

butyl(methyl)carbamate 


625 


++ 


N-{2-[2-(l.{[(4.chlon)phenyl)suIfonyl]-2,5-difiuoroaniUno}ethyl)phenoxy]eth^ 

2-furafnide 


626 


++ 


2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethyl).5-fluoroben2y I 

diallylcarbamate 


627 


-M- 


N-{3-[2-({[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}methyI)phenoxy]propyI}-N- 
methylcyclohexanecarboxamide 


628 




N-{3-[2-(l-{[(4-chIorophcnyl)sulfonyl]-2,5-difluoroannino}ethyI)phenoxy]propyl}.N- 

inethyl-2,2*dtphenylacetaniide 


629 




4-chloro-N-phenyl-N-{2-[3-(Upiperidinyi)propyl]beiuyl}benzenesulfonainide 

hydrochloride 


630 


++ 


N-{3-[2-(l-{[(4-chIorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy]propyl}-2- 

fluoro-N-methy Ibcnzam ide 


631 


++ 


2-((l R)- 1 -{ [(4-chIorophenyI)sulfonyl]-2,5-difluoroanilino}ethyI)benzyl diallylcarbamate 


632 


++ 


2-(( I R)- 1 - { [(4-chloropheny Osulfony l]-2,5-difluoroanilino }ethyl)benzy 1 3- 
pyridinylcarbamate 


633 


++ 


S-methyl 3-[2-({[(4.chlorophenyl)suIfonyl]-2,5- 
difluoroanilino}methyl)phenoxy]propyl(methyl)thiocarbamate 


634 


++ 


3-[2-(( 1 R)- 1 -{ [(4-chiorophenyl)sulfony l]-2,5-dinuoroanilino }ethyl)phenyl]propyl ( 1 S)- 1 - 

phenylethylcarbamate 


635 


++ 


2.{{ 1 R)- 1 • { [(4.chloropheny Osulfony I]-2,5-difluoroanilino }eihyl)benzyl pheny Icarbamate 


636 


-M- 


4-chloro.N-{3-[2-(l-{[{4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}-N-methyl-2-nitroben2amide 


637 


++ 


N-{3-[2.(N{[(4-chlorophenyl)sulfonyI]-2»5-difluoroanilino)ethyl)phenoxy]propyI}-2-iodo- 

N-methylbenzamide 


638 


++ 


N-{3-[2-({[{4-chlorophenyI)sulfonyI)-2.5-difluoroanihno}methyl)phenoxyJpropyI}-N- 

m ethy I b utan am i de 
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639 


++ 


2-((IR).l-{{(4K:hlorophenyl)sulfonyll*2,5-dinuoroanilmo}elhyI)benzyl 2,5- 
d i fl uorobenzy Icarbam ate 


640 


++ 


2-((IR>l-{[(4-chlorophenyI)suironyI]-2,5-dinuoroanilino}cthyl)-5-nuoroben2yl 2- 

phenylethylcarbamate 


641 




2-bromo-N-{3-(2.({[(4.chIorophenyl)sulfonyl].2.5- 
difluoroaniIino}methyI)phenoxy]propyI}-N-melhylben2amide 


642 




N-{2-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino}ethyI)phenoxyJethyI}-N-ethyI- 

3-methyl-2-butenamide 


643 


+4- . 


N- { 3-[2-( 1 - { l(4-chlorophenyl)sulfony l)-2,5-dinuoroaniIino}ethyI)phenoxy]propyl }-3,4- 

dimethoxy-N-methylbenzamide 


644 


++ 


2-l2-(( 1 Ry 1 - {[(4-chlorophenyl)sulfonyl)-2,5-dinuoroanilino}ethyl)phenyl]ethyI 1 .2,3,4- 
tetrahydro- 1 -naphthaleny Icarbamatc 


645 


++ 


4-chloro-N-{2.[3-(4-hydroxy-l-piperidinyl)propoxy]ben2yl}-N-phenylbenzenesulfonamidc 

hydrochloride 


646 


-H- 


N-{2-[2-{l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

ethylbutanamide 


647 


++ 


2,4-dichloro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2.5- 
difluoroanilino}ethyl)phenoxy]propyI}.N-methyIbenzcncsulfonamide 


648 


-H- 


4-chloro-N-(2,5-difluorophcnyl>N-(2-{2.[ 1 -(4-ethoxybenzoyl)-2- 
piperidinyljethoxy ) benzy I)benzenesuIfonamide 


649 


++ 


{2E)-N-{2-[2<l-{[(4-chlorophenyl)sulfonyIJ-2,5-difluoroanilino}ethyI)phcnoxy]cthyl}-N- 

ethy l-2-butenani tde 


650 


++ 


2-[2-((lR)-I.{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}cthyI)phenyl]ethyl sec- 

butylcarbamate 


651 


4-+ 


N-{ 3-[2-( 1 - { [(4-chIoropheny Osuifony I]-2,5-difluoroanilino } ethy l)phenoxy ]propy I } -3 ,4,5- 

trimethoxybenzamide 


652 


++ 


N- { 3-[2-( 1 - { [(4-chlorophenyl)suifonyl]-2.5-difluoroaniIino }ethyl)phenoxy]propy I }-4- 

methoxy-N-methy Ibenzam Ide 


653 


++ 


N-{2-[2-(l.{[(4-ch!orophenyl)sulfonyl]-2.5-difluoroanilino}cthyI)phenoxy]ethyl}-3- 
cyclopentyl-N-methylpropanamide 


654 


++ 


N-{3-[2-(l.{f(4-ch!orophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-4- 

fluoro-N-methylbenzamide 


655 


++ 


3-[2-(( 1 R)- 1 - { [(4-chIorophenyl)sulfony l]-2,5-difluoroaniHno }elhyl)pheny i]-N- 

isopropylpropanamide 


656 


4-4- 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-dinuoroanilino}ethyl)phenoxy]propyl}.N- 

melhyl-4-propylbenzaniide 


657 


++ 


N-{3-[2-(l-{((4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)phenoxy]propyl}-N- 
tnethyl-3-(trifluoromethy l)benzam ide 


658 


4H- 


2-((lRVl-{[(4-chIorophenyI)sulfonyl]-2,5-dinuoroanilino}ethyl)-5-fluorobciizyl 4- 
(trifluoromethyl)benzylcarbamate 


659 


4-H 


(2S)-2-[[2-((l R). 1 -{[(4-chlorophcnyl)sulfony!]-2,5- 
difluoroanitino}ethyl)benzyl](methyl)ainino]propanoic acid hydrochloride 


660 


4-4- 


2-(( 1 R)- 1 -{ t(4-chlorophenyl)sulfonyl]-2,5-difiuoroanlIino}ethyl)bcnzyl 1 ,2.3,4-tetrahydro- 

1 -naphthaleny Icarbamate 


661 


4H- 


4-chloro-N-(2,5-difluorophenyI)-N-(2-{2-[l-(3-fluorobcnzoyl)-2- 
piperidinyl]ethoxy}benzyl)ben2enesuIfonamide 


662 


4-+ 


2-{(lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)benzyl 2- 
(diethylamino)ethylcarbamate 


663 


4-4- 


4-chloro-N-(3-chlorophenyI)-N-{2-[3-{l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


664 


4-f 


N-{2-[2-(l-{[(4.chlorophcnyl)sulfonyl]-2,5-difluoroaniIino)ethyl)phenoxy]ethyl}-N- 

methy Ipentanam ide 


665 


4-+ 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}inethyl)phcnoxy]propyI}.2,3- 

difluoro-N-methylbenzamide 


666 


4-f 


N-{3-(2-({[(4-chlorophenyl)sulfonyl)-2,5-difluoroanilino}inethyI)phenoxy]propyl}.N- 
methyl-5-(2.oxohexahydro-lH-thieno(3,4-d)iniidazo!-4-yl)penianamide 


667 


4-1- 


2-((lR)-l.{((4-chlorophenyl)sulfonylJ-2,5-difluoroanilino}ethyl)ben2yl 2- 
furylmcthylcarbamate 
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668 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino}ethyI)phcnoxy]propyI}-N- 

methyl-3,5-dinitrobenzaniide 


669 


++ 


2-((lR)-l-([(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl 2- 
methoxyethylcarbamatc 


670 


++ 


N-{3-[2-(l-{[(4-chlorophenyI)suIfonylJ-2,5-difluoroanilino}ethyI)phenoxy]propyI}-2,3,4- 

tri fl uoro-N-methy Ibenzain ide 


671 


•f-H 


N-{3-[2-(I-{[(4-chlorophenyI)sulfonyl]-2,5-dmuoroaniiino}ethyl)phenoxy]propyl}.N- 
meihyl-2-naphthaIenesulfonainide 


672 


++ 


4-chloro-N-(2,5-difluoropheny l)-N-(2-{2-[ 1 -(2-lodobenzoyl)-2- 
piperidinyl]ethoxy}benzyObenzenesulfonamide 


673 


++ 


2-((lR)-l-{f(4-chlorophenyl)sulfonyI]-2,5-dinuoroanilino}ethyl)bcn2yl I,3-ben2odioxol-5- 

ylmethylcarbamate 


674 


-H- 


2-(( I R)- 1 -{ [(4-chIoropheny l)suIfonyl]-2,5-difluoroanilmo}ethyl)benzyl isopropylcarbamate 


675 


++ 


2-(( 1 R)- 1 - { I(4-chloropheny l)suIfony l]-2,5-difluoroani!ino}ethy !)benzy I 
cyclohexylcarbamate 


676 


-H- 


N-{^'[2-(l-{[{4.chlorophenyl)su!fonyI]-2,5-difluoroanilino}ethyl)phenoxy]butyl}-^^ 

N-methylhexanamide 


677 


++ 


isobutyl 3-[2-(l-{[(4-chlorophcnyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyI(methy!)carbamate 


678 


++ 


benzyl 3-[2-(l-{[(4-chlorophenyI)suIfonyI]-2,5- 
difluoroanilino)ethyl)phenoxy]propyl(inethyl)carbamate 


679 


++ 


N-{3-[2-<l-{[(4^hloropheny!)suIfonyl]-2,5-difluoroanilino}cthyI)phenoxy]propyi}-4- 

fluorobenzamide 


680 


++ 


N-{3-[2-({[(4.chlorophenyl)suIfonyI]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N,2- 

dimethylbenzamide 


681 


++ 


2-({[(4-chiorophenyl)sulfonyl]-2,5-difluoroaniIino}methyl)phenylacrylate 


682 


-H- 


2,4-dichloro-N- {3-[2-( 1 -{ I(4.chlorophenyl)sulfonyI]-2,5- 
difiuoroan!lino}ethyI)phenoxy]propyl}-5-fluorobenzamide 


683 


++ 


4-bromo-N- { 3 - 12-( 1 - { I(4-chloropheny I)suIfony I)-2,5- 
difluoroaniIino}ethyl)phenoxylpropyI}-N-inethylbenzaniide 


684 


-h+- 


3^hloro-N.{3-t2.(l.{[(4.chlorophenyl)sulfonyIl-2,5- 
difluoroanilino}ethyI)phenoxy]propyl}-N-methylben2enesu!fonainide 


685 


++ 


2-[2-((lR>l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenyl]ethyl 

cyclohexylcarbamate 


686 


++ 


N-{4-[2-( 1 -{ [(4-chlorophenyI)sulfonyl]-2,5-^ifluoroanUino}ethyl)phenoxylbuty 
cyclohexyl-N-methyiacetamide 


687 


-H- 


N-{3-I2-(l-{((4-chlorophenyl)suifonyl]-2,5-difluoroanilino)ethyl)phcnoxy]propyl}-3- 

methylbenzamide 


688 


•H- 


3-chloro-N- { 3- [2-( 1 - { [(4'.chloropheny l)sulfonyI]-2,5- 
difluoroaniIino}ethyl)phenoxy]propyl}-N-methyIbenzamtde 


689 


-H- 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4. 

nitrophenyl)sulfinyl]propoxy}ben2yl)benzenesulfonamide 


690 


++ 


N-{3-[2-(I-{[(4-chlorophenyI)suIfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyI}-3- 

melhoxybenzamide 


691 


-H- 


2-(( I R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}€thyl)-5-fluorobenzy 1 2- 

furylmethylcarbamate 


692 


++ 


4-chloro-N-(2,5-dinuorophenyl)-N-[l-(2-{3-If(4- 
iodophenyl)suIfonyl](methyl)amino]propoxy}phenyI)ethyl]bcnzenesulfonainide 


693 


++ 


N-{3.[2-(I-{[{4-chlorophenyI)sulfonyl]-2,5*dmuoroanilino}ethyl)phenoxy]propyl}-N,2- 

dimethylbenzamide 


694 


-h+ 


N-{2-[2-(l-{((4-chlorophenyl)suIfonyI]-2,5-difluon)anilino}ethyl)phcnoxy]ethyI}-N-ethy 

3-methylbutananiide 


695 


++ 


4-chloro-N-(2,5-difiuoropheny l)-N-[ 1 -(2- { 2- 
[[(isopropylaniino)carbonyl](methyl)aniino]ethoxy}phcnyl)ethyl]bcnzencsulfonamide 


696 


-M- 


N-{3-[2-({[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniUno}methyl)phenoxy]propyl}-N,3- 

dimethylbenzamide 
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697 


-H- 


N-{3.[2-(I-{[(4-chlorophenyl)sulfonylJ-2,5-dmuoroaniIino}eihyl)phenoxy]propyl}-^^ 
methyJ-2-(lrifluoromethyl)benzainide 


698 


++ 


4-chIoro-N-{!-{2-{2-([(diethylamino)carbonyl](clhy!)amino)ethoxy}phenyl)elh^ 
difluorophenyI)benzenesulfonamide 


699 


-H- 


N-(3>[2-(l-{[(4-chlorophenyl)suIfonyl].2,5-difluoroanilino}ethyl)phenoxy]propyl}-3- 

fluoro-N-methyibenzamidc 


700 


++ 


N-{4-[2-(l-{l{4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]butyl}.N.2,4- 

trimeihylpentananiide 


701 


-M- 


4.chloro-N-{2,5-difluorophenyI)-N.{ I -[2-{2-{ methyl [{2,2, 2- 
trifluoroelhyl)sulfonyl]ainino}ethoxy)phenyl]elhyl}benzenesulfonainide 


702 


++ 


4-chIoro-N.{2,5-difluorophenyl)-N-{2-[3- 
(pheny Isulfiny I)propoxy Jbenzy I } benzenesulfonamide 


703 


++ 


N-{3-[2-(l-{((4-ch!orophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]pro^ 
methyl-4-(trifluoromethyl)benzamide 


704 


-f+ 


4-chioro-N-(2,5-difluoropheny 1)-N- { 2-(3-(2,6-dioxo- 1 - 
piperidinyl)propoxy)ben2yl}benzenesuIfonamide 


705 


-M- 


N-{2-[2-{l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilmo}elhyl)phenoxy]ethyI}-N-eih 

2-(2-thienyl)acetainide 


706 


-H- 


4-chloro-N-(2,4-dichiorophenyI)-N-{ 2-[3-( 1 - 
piperidiny l)propoxy]benzyl } benzenesulfonamide hydrochloride 


707 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-4- 

methylbenzamide 


708 


++ 


N-{4-[2-{l-{[(4-chlorophenyI)su!fonyl]-2>difluoroanilino}ethy0phcnoxy]butyl}-N-cthyl- 

2-furamide 


709 


++ 


N.(l-(2-{2-[[(tert-butylammo)carbonyIl(ethyI)amino]ethoxy}phenyl)ethyI]-4-chloro-N-{2,5 
difluorophenyI)benzenesulfonamide 


710 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}elhyl)phenoxy]propyl}-2,4,5- 

trifluoro-N-m ethy Ibenzam ide 


711 


-H- 


4-chloro-N-(2,5-difiuorophenyI)-N- {2-[3-( 1 -piperidinyl)- 1 - 
propynyl]benzyl} benzenesulfonamide hydrochloride 


712 


++ 


N-{4-[2-(I-{[(4-chlorophenyl)sulfonyl]-2.5-difluoroaniIino}ethyI)phenoxy]butyI}-3- 
cyclopentyUN-methylpropanamide 


713 


-+-+ 


2,4,6-trichloro-N.{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5- 
dtfluoroanilino}ethyI)phenoxy]propyI}-N-methylbenzamide 


714 


-M- 


S-methy 1 4-[2.( 1 •{ I(4-chloropheny l)sulfony l]-2,5- 
dif1uoroanilino}ethyi)phenoxy]buty](ethyl)thiocarbamate 


715 


++ 


2-(( 1 R> 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyl)ben2yI 
benzyl(methyl)carbamate 


716 


++ 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]pft>pyl}-2-iodo- 

N-methy Ibenzam ide 


717 


++ 


N- { 3-[2-( { ((4-chloropheny l)suIfonyl]-2,5-dtfluoroanilino } mcthy l)phenoxy]propy 1 }-N- 

methylpentanamide 


718 




4-chloro-N-phenyl-N-{2-[3-(l-pyrrolidlnyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


719 


-H- 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-4-iodo- 

N-methylbenzamide 


720 


-h+ 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl 
butyl(methyl)carbamate 


721 


-H- 


N-{2-[2-(l-{((4-chlorophenyI)sulfonyl].2,5-dinuoroanilino}ethyl)phenoxy]ethyl}-N- 
ethylcyclopentanecarboxamidc 


722 


+H- 


4-chloro-N-{3-[2.(l-{[(4-chlorophenyI)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}-N-methylbenzamide 


723 


++ 


N-{3>[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-3- 

nitrobenzamide 


724 


-H- 


N-[N(2-{2-[[(tert-butylamino)carbonyl](melhyI)amino]ethoxy}phenyl)ethyI]-4-chloro-N- 
(2,5-difluorophenyl)benzenesulfonamide 


725 


++ 


4-ch»oro-N-(2,5-dilluorophenyl)-N-{ 1 -[2-(2- 
{ethyl[(isopropylamino)carbonyl]ajnino}ethoxy)phenyIlethyl}benzenesulfonamide 
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726 


++ 


2-[2-(( 1 R)- I-{[(4-chlorophcnyl)su!fonyI]-2,5-difluoroanilino}cthyl)phenyl]ethyl 3,4- 

d I fluorobenzy Icarbamate 


727 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,5. 

difluoro-N-methyibenzamide 


728 


+H- 


2,4,6-trichloro-N-{3.[2-(l-{[(4-chIorophenyl)suIfonyl]-2,5- 
difluoroanilino}elhyl)phenoxy]propyl}ben2amide 


729 


++ 


2-((IR)-N{((4-chIorophenyl)sulfonyI].2,5-difluoroaniIino}ethyI)-5.fluorobenzyl 2- 

methoxyethylcarbamate 


730 


+H- 


3.[2K(IR)-l-{((4-chlorophenyI)sulfonyl]-2,5-dinuoroanilino}ethyl)phenyl]prop 

phenylcarbamate 


731 




2-((lR).l-{[(4-chIorophenyl)sulfonylI-2.5HjifluoroaniIino}ethyl)benzyl 2-(4- 
chlorophenyl)ethyicarbainate 


732 


++ 


(2Z)-N-{3-[2.(l-{[{4-chlorophenyl)sulfonylJ-2,5-difluoroanilino}ethyl)phenoxy]propyI}.3. 

phenyl-2-propenaniide 


733 


-H- 


N.{3-[2-({[(4-chIorophenyl)sulfonyI].2,5-difluoroannino}methyl)phenoxy]propyl}-2- 

fluoro-N-methylbenzamide 


734 


++ 


4-chloro-N^2,5-difluorophenyI)-N-(2-{3- 
[[(isopropylamino)caitonyl](mcthyl)amino]propoxy}benzy!)benzenesulfonamide 


735 


++ 


4.chloro-N-(2,5-difluorophenyl)-N-[l-(2-{2- 
[(isopropylsuifonyl){methyl)amino]ethoxy}phenyl)ethyl]benzenesulfonamide 


736 


++ 


N-{3-[2KI-{[(4-chlorophcnyl)sulfonyl)-2,5-di£luoroani!ino}ethyI)phenoxy]propyl}-2,5^ 

bis(trifluoromethyl)bcn2amide 


737 


-H- 


N-{3-[2Kl-{[(4-chlorophenyi)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]propyI}-^^ 

methyl-3-nitroben2amide 


738 


++ 


(2Z)-N-{3-(2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyI}-^ 

methyl-3-phenyl-2-propenainide 


739 


-H- 


N-{4.[2.(l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl)phenoxylbutyl}-N- 

ethylacrylamide 


740 


++ 


4-chIoro-N-(2,5-difluorophenyI).N-{2-[3-(l H-imidazol- 1 - 
yl)propoxy]benzyl}ben2enesulfonamide hydrochloride 


741 


++ 


N-{3-[2-(l-{[(4^hlorophenyl)sulfonyl]-2,5-difluoroanilmo}cthyI)phenoxy]propyI}-N.4- 

dimethylbenzamide 


742 


++ 


N-{3-[2-(I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}- 
2,3,4,5,6-pentafluorobenzamide 


743 


++ 


2-((lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}cthyl)benzyl 2- 
phenylethylcarbamate 


744 


-H- 


2,2^-trichioro-N.{2.I2-(l-{((4-chlorophenyl)sulfonyi]-2,5. 
difluoroaniIino}ethyl)phenoxy]ethyI}-N-ethylacetainide 


745 


++ 


N-{2-I2-(l.benzoyl-2-piperidinyl)ethoxy]benzyl}-4-chloro-N-(2.5- 
difluorophenyi)benzenesulfonamide 


746 


++ 


4-chloro-N-(2-{2-[lK3,5-difluorobenzoyl)-2-piperidinyl]ethoxy}benzyI)-N-(2,5-. 
difluoropheny!)benzenesulfonainide 


747 


++ 


N-{3-[2-({[(4-chlorophenyl)sulfonylJ-2,5-difluoroanilino}melhyl)phenoxy]propyl}-4- 

fluoro-N-methylbenzamide 


748 


-H- 


2-(( 1 R)- 1 . { [(4-ch loropheny Osulfony l]-2,5-difluoroaniIino}ethy J)ben2yl 4- 
fluorobenzylcarbamale 


749 


++ 


4-chloro-N-{2-[3.(3,6-dihydro.l(2H)-pyridinyl)propoxy]benzyl}-N. 
phenylbenzenesulfonamide hydrochloride 


750 


++ 


2,4-dichIoro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyI)phenoxy]propyl}.5-fluoro-N-methylben2amide 


751 


++ 


4-chloro-N-(2,5-dinuorophenyl)-N-[2-(2H-tetraa2ol-2- 
ylmethyl)benzyI]bcn2enesulfonamide 


752 


-Hf 


N-(3-l2-({[(4-chIorophenyl)sulfonylI-2,5-difluoroani!ino}methyl)phenoxy]propyI}-N- 
melhy![ 1 , 1 *-biphenyl]-4-carboxamide 


753 


-M- 


N-{3-[2-(l-{((4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,4- 

d imethoxy-N-methy Ibenzamide 


754 


+-f 


4-ch!oro-N-{2-[2-(cyciohexylsulfonyl)ethoxy]benzyl}-N-(2,5- 
difluorophenyObenzenesulfonamide 
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755 


++ 


N-{3-[2*(l-{[(4-chlorophenyl)su!fonyl]*2,5>dinuoroaniIino}ethyl)phenoxyJpropyl}*2.6- 

difluoro-N-methylbcnzamidc 


756 


++ 


N-{4-[2-(U{[(4-chloropheny])suIfonyl]-2,5>difluoroanitino}ethyl)phenoxy]butyl}-N-ethyl- 

2-thiophenecarboxamidc 


757 


-M- 


S-ethy 1 3.f2-({ [(4-chlorophenyI)sulfonyl]-2.5- 
difluoroanilino}methyl)phenoxy]propyl(methy!)thiocarbamatc 


758 


++ 


2-(( 1 R)- 1 - { |(4-chloropheny!)suIfony l]-2,5-difluoroanilino}ethyl)benzyl sec-butylcarbamate 


759 


++ 


N-{3-[2-(I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy3propyl}-N- 
m ethy 1-2-pheny Icyclopropanecarboxamide 


760 


++ 


2-((lR)-]-{[(4-chiorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorobenzyl bis(2- 

methoxyethyl)carbamate 


761 


-M- 


N-{3-[2-(I-{[(4-chlorophenyi)suIfonyl]-2,5-difluoroannino}ethyl)phenoxy]propyI}-3- 

fluorobenzamide 


762 


-M- 


2-[2-{(lR).|-{{{4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenyJ]ethyl 

phenylcarbamate 


763 


++ 


3-(2-((lR)-l-{[(4-chIorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenylJpropyl 

benzy l(methy 1 )carbamate 


764 


-M- 


2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobenzyl 3- 

fluorobenzylcarbamate 


765 


-f-f 


N-{3-[2-({[(4-chlorophenyl)su]fonyl]-2,5-difluoroaniIino}methyl)phenoxy]propyl}-4-iodo- 

N-methy Ibenzam ide 


766 


-H- 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilino}cthyl)phenoxy]propyl}-N,3- 

dimethylbenzamide 


767 


++ 


N-{4-[2-(U{[(4-chIorophenyl)suIfonyI]-2,5-difluoroaniHno}ethyl)phenoxy]butyl}-N- 

elhy Ibenzam ide 


768 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-4- 

elhoxy-N-methy Ibenzam ide 


769 


-H- 


N-{2-[2-(l-{((4-chlorophenyl)suIfonyl]-2,5-difiuoroanilino}ethyI)phenoxy]ethyl}-N-ethyl- 

1 -adamantanecarboxamide 


770 


++ 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniHno}ethyl)phenoxy]propyl}-N- 
methyl-4-(trif1uoromethoxy)benzamide 


771 


-H- 


S-methy! 2-[2-(l -{[(4.chIorophenyI)sulfonyI]-2,5- 
difluoroanilino}ethyl)phenoxy]ethy!(ethyl)thiocarbamate 


772 


-H- 


4-chloro-N-(2,5-difluorophenyl)-N-[2-( 1 H-imidazol* 1 - 
ylmethyI)benzyI]benzenesulfonamide 


773 


++ 


4-chIoro-N-(2,5^ifluorophenyl>'N-(l-{2-[3.(mcthyl{[(E).2- 
phenylethenyl]sulfonyl}amino)propoxy]phenyl}ethyl)benzenesulfonamide 


774 


-H- 


2-chIoro-N-{3-[2-({((4-chlorophenyl)sulfonyl]-2,5- 
difiuoroanilino}methyI)phenoxy]propyl}-N-methylbenzamide 


775 


++ 


N- { 3-[2-({ [(4-chloropheny l)suIfonyl]-2,5-difluoroani!ino } methyI)phenoxy]propy I }-2- 

methoxy-N-methylbenzamide 


776 


-H- 


N-{3-[2-(l*{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
methyl- 1 -naphthalenesulfonamide 


777 


++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]'2,5-difluoroannmo}ethyl)phenoxy)ethyl}-N- 

ethy 1 pentanam ide 


778 


++ 


N-{3-[2-(l-{((4-chlorophenyl)sulfonylJ-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,3,4,5 

tetrafluoro-N-methylbenzamide 


779 


++ 


methyl (2S)-2-[[2-(( 1 R). 1 - { [(4.chloropheny l)sul fony 1].2,5- 
difluoroaniUno}ethyI)benzyl](methyl)amino]propanoate 


780 


-H- 


4-chloro-N-(2.5-difiuorophenyl)-N-[2-(2-{l-[(2-phenylcycIopropyl)carbonyl]-2- 
pipcridtnyi}ethoxy)benzyl]benzenesulfonamide 


781 


+-f 


4"Chloro-N-( 1 -methy lbutyl).N- { 2-[3-( 1 -piperidiny l)propoxy]benzyl } benzcnesulfonam ide 

hydrochloride 


782 


4-4- 


4-chIoro-N-( 1 -methy Ibuiy l)-N-{2-[3-{ 1 -piperidtnyl)propoxy]benzyl }bcnzenesulfonamide 

hydrochloride 


783 


++ 


(2E)-N-{3-l2-({((4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N 

methy 1-2-butenam ide 
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784 


++ 


N- { 3-[2-( 1 -{ l(4-chlorophenyl)sulfonyl].2,5-difluoroaninno}ethyl)phenoxy]propyl}.2,2- 

d i pheny lacetam ide 


785 


++ 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}elhyl)phenoxy]butyl}-2- 
cyclohexyl-N-ethyiacctamide 


786 


++ 


iN-i 1 - { U4-cniorophenyI)sulfonyI]-2,5-difluoroaniHno}ethyl)phenoxy]propyl }-3- 

methoxy-N-melhylbenzamide 


787 


++ 


4-chloro-N-(2,5-difluorophenyI)-N-(2-{2-[l-(2-fluorobenzoyl)-2- 
piperidinyl]ethoxy}benzyl)benzenesulfonamidc 


788 


++ 


N-{3-[2-(l-{[(4-chIorophenyl)sulfonyI]-2,5-dinuoroanilino}ethyl)phenoxy]propyl}.^^ 
niethyl-3-(trifluoroincthyl)benzenesulfonamide 


789 


++ 


N-{3-|2-CI-{l(4-chIorophenyl)sulfonyl]-2,5-dinuoroaniIino}ethyl)phenoxy]propyI}-2- 
phenylcyclopropanecarboxamide 


790 


++ 


S-ethyl 4-[2.(l -{[(4-chlorophenyI)sulfonyl]-2,5- 
difluoroaniUno}ethyl)phenoxyJbutyl(ethyl)thiocarbainale 


791 


-M- 


N-(j-iZHiK4-chiorophcnyl)suifonyl]-2,5^ifluoroanilino}methyI)phenoxy]propyl}.N,3- 

dimelhylbutanamide 


792 


++ 


4-chloro-N-(2,5-difluoropheny l)-N-(2- {2-[ 1 -( 1 -naphthoy !)-2- 
piperidiny l]ethoxy } benzy I)benzenesulfonamide 


793 


++ 


N- { 2-[2'{ 1 -{l(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]ethyl}-2-ethyI- 

N-methylhexanamide 


794 


++ 


4-chloit)-N-[l-(2-{3.[[{4-chIorophenyI)sulfonyl](mcthyl)amino]propoxy}phenyl)eA^ 
(2,5-difluorophenyl)benzenesulfonamide 


795 


++ 


^-UiK>i.iK4-cniorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluoroben^ sec- 

butylcarbamate 


796 


++ 


N-{2.[2Kl-{[(4-K;hIorophcnyl)sulfonyI]-2.5-difluoroanilino}ethyl)phenoxy]e^^ 
2,2,3,3,4,4,4-heptafluoro-N-methylbutanamide 


797 


++ 


4-chloro-N.(2,5-dinuorophenyl)-N-(2-{2-[l-(2,3,4-trifluorobenzoyl>2- 
piperidinyl]ethoxy}benzyl)benzenesulfonamide 


798 


++ 


methyl [[2.((IR>l-{[(4-chlorophenyl)suIfonyll-2,5. 
difluoroanilino}ethyl)benzyl](methyl)aniino]acetate 


799 


-H- 


2-((lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5-dinuoroanilino>ethyl)benzyl 2- 
phenylpropylcarbamate 


800 


-H- 


N-{3H2K{l(4-chlorophenyl)sulfonyl]-2.5-dinuoroanilino}incthyl)phcnoxy]propyl}-N- 

methylbenzamide 


801 


++ 


4-chloro-N-(2,5-difluoropheny 1)-N.[ 1 -(2- { 2- 
[[(ethylamino)carbonyl](methyl)amino]ethoxy}phenyl)ethyl]benzenesulfonamidc 


802 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyI)phenoxyJpropyl}-3,5- 

dimethoxy-N-methylbcnzamide 


803 


-H- 


4.chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
methoxyphenyOsulfmy I]propoxy } benzyl)bcnzcnesulfonamide 


804 


++ 


N-(3-broniopKenyl)-4-chloro-N-{2-[3-( 1 -piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


805 


++ 


N-{3-[2-(I-{l(4-chlorophenyl)sulfonyl]-2,5-dilluoroaniIino}ethyl)phenoxy]propy])-4- 

nitrobenzamide 


806 


-H- 


3-bromo-N-{3-[2-(l-{((4-chlorophenyl)sulfonyl]-2,5. 
difluoroaniHno}ethyl)phenoxy]propyl}-N-melhylbenzenesuIfonamide 


807 


++ 


4-chIoro-N. { 3-[2-( 1 - { [(4-chloropheny l)sulfony I]-2.5- 
difluoroanilino}ethyl)phenoxylpropyl}-N-methyI-3-iiitrobeiizenesulfonamide 


S08 


-H- 


N-i3-l2-(l-{l{4-chIorophenyl)suIfonyl]-2,5-dinuoroanilino}cthyl)phcnoxy]propyl}.2- 

naphthamide 


809 


++ 


N-{2.(3-(3.hydroxy-l.pyiTohdinyI)propoxy]benzyl}-N.phenylbcn2enesulfonainide 

hydrochloride 


810 


-M- 


rM-|j.[z-uK4-cntoropnenyusultbnylj-2,5-difluoroanilmo}methyl)phenoxy]propyl}-N- 

methyl-2-naphthamide 


811 


-H- 


4^hIoro-N- { 3-[2-( 1 - { [(4-chloropheny l)sulfony!]-2, 5- 
difluoroanilino}ethyl)phcnoxy]propyl } benzamide 


812 


•f-f 


4.chloro-N-(2-{3-[(2R,6S)-2,6-dimethylpipcridinyl]propoxy}benzyl)-N- 
phenylbenzenesulfonaxnide hydrochloride 
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813 


+4- 


N- { 3-J2-{ { K4-chloropheny Osulfony 1 J-2,5-dinuoroanilino ) melhyOphenoxyJpropy 1 }.2,4,5- 

tri fluoro-N-m ethy 1 benzam ide 


814 


++ 


N-{3-[2-({((4-chlorophenyl)su!fonyl]-2,5-dinuoroanilino}methyl)phcnoxy]propyl}-3- 

methoxy-N-methylbenzamidc 


815 


++ 


N.{3-I2-(l-{[(4-chlorophenyl)sulfonyl]-2,5K!ifluoroanilino}ethyl)phenoxy]propyI}-3,5- 

difluorobenzamide 


816 


-H- 


4-chloro-N-(3,5-dichIorophcnyl)-N.{2-[3'(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


817 


++ 


4.butoxy-N.{3-[2-{{[(4-chlorophenyl)sulfonylJ-2,5- 
difluoroanilino}methyl)phenoxy]propyl}-N-melhylbenraniide 


818 


++ 


4-chloro-N-(2,5-difiuorophenyl>N-{2-[3- 
(phenylsulfonyl)propoxy] benzyl } benzenesu 1 fonam ide 


819 


++ 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyI]*2,5-difluoroaniIino}ethyl)phenoxy]propyl}-4- 

methoxybenzamide 


820 


-H- 


3"bromo-N.{3-[2-(I-{[(4.chIorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}-N-methyIbenzamide 


821 


++ 


N-{3-I2-({[(4-chlorophenyl)suIfonylJ-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 

methyl- 1 -naphthamide 


822 


-H- 


3»4-dichloro.N-{3-(2-(l-{[(4-chlorophenyl)sulfonyl]-2,5. 
difluoroaniHno}ethyl)phenoxy]propyl}-N-methy)benzenesulfonamide 


823 


++ 


2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanUino)ethyl)benzyI(lS).l. 

phcny tethy Icarbamate 


824 


++ 


N-{3-[2-(l-{((4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}.4- 

iodobenzamide 


825 


++ 


2-({lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino}eihyl)benzyl benzy Icarbamate 


826 


++ 


phenyl 3-[2-(l-{((4-chlorophenyI)sulfonyl]-2,5- 
difluoroaniHno}ethyl)phenoxy]propyl{methyI)carbamatc 


827 


++ 


4-chloro-N-(cyclobutylmethyl)-N-{2-(3-( I - 
piperidinyl)propoxy]benzyl}benzenesuIfonamide hydrochloride 


828 


++ 


N-{3-f2-(l-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilino}ethyl)phcnoxy]propyl}- 
2,3,4,5,6-pentafluoro-N-methylbenzamide 


829 


4-+ 


3-bromo-N-{3-[2-( 1 -{[(4-chIorophenyl)sulfonyl]-2,5- 
di^1uoroanilino } ethyl)phenoxy]propy 1 } benzamtde 


830 


++ 


S-cthyl 2-[2-(l -{[(4-chIorophenyl)sulfonyl]-2.5- 
difluoroanilino}ethyl)phenoxy]ethyl(ethyl)thiocarbamate 


831 


++ 


N-{2-(2-(I-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N,2- 

diethylhexanamide 


832 


++ 


4-chloro-N-(2,5-difluorophcnyI)-N-(2.(2-{l-I(2Z)-3-phenyl-2-propenoyl].2- 
pipcridinyl}ethoxy)benzyl]benzenesulfonamide 


833 


++ 


4-chloro-N-(2-{3-{4-hydroxy-4-(trifluoromcthyl)-l-piperidinyl]propoxy}benzyl)-N- 
phenylbenzenesulfonamide hydrochloride 


834 


-H- 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}methyl)phenoxyJpropyl}-2,4. 

dimethoxy-N-methylbenzamide 


835 


++ 


4-chloro-N-cyclopenlyl-N-{2-[3-(l-piperidinyi)propoxy]benzyl}benzcnesulfonamide 

hydrochloride 


836 


++ 


N-{(lR)-l-[2-(3-aminopropoxy)phcnyl]ethyl}-4-chloro-N-(2,5- 
difluorophenyl)benzenesulfonamidc 


837 


++ 


N-{3-[2-({[(4.chlorophenyl)sulfonyI]-2,5-difluoroanilino}methyl)phenoxy)propyl}-2-elhyl 

N-methylhexanamide 


838 


++ 


2-((lR)-I-{[{4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl bcnzyl(2- 
(dimcthylamino)ethyl]carbamate 


839 


++ 


2.4.dichloro-N. { 3-I2-( I - { [(4-chloropheny l)sulfony 1].2.5- 
difluoroanilino}ethyl)phenoxyJpropyl}-N-melhylbenzamide 


840 


-H- 


N-{3-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}elhyI)phenoxy]propyl}-N- 
melhyl[ 1 ,r-biphenyl]-4-carboxamide 


841 


++ 


(2Z)-N-{3-(2-({[{4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}methyl)phenoxyJpropyl}-N 

methyl-3-phenyl-2-propenamide 
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842 


++ 


4-chloro-N-(5-hexynyI)-N-{2-[3-{l-pipendinyl)propoxy]benzyl}benzenesulfonainide 

hydrochloride 


843 


++ 


N-{4-(2-(l.{[(4-chlorophenyl)su!fonyI]-2,5^ifluoroannino}ethyl)phenoxy]butyl).N- 

methytacrylamide 


844 


-f+ 


N.{2-[2-(l-{[(4-chIorophenyI)suIfonyl]-2,5-difluoroaniIino}ethyl)phenoxy)ethyl}-2- 
cyclohexyl-N-methylacetamide 


845 


-H- 


N-(2-{2-[ I -([ 1 , r-biphenyl]-4-ylcarbonyl)-2-piperidinyl]ethoxy }benzy!)-4-chloro-N-{^^ 
difluorophenyI)benzenesuIfonamide 


846 


++ 


N-{4-[2-(l-{[{4-chlorophenyl)sulfonyl]-2,5-difluoroanilino)ethyl)phcnoxy]butyI}-N- 
methyl- 1 -adamantanecarboxamide 


847 


++ 


3,4-dichloro-N-{3-[2-(l-{I(4-chlorophenyl)sulfonyl]-2,5- 
difluoroaniiino } ethy i)phenoxy]propy 1 }-N-methylben2ani ide 


848 


-H- 


4-chloro-N-(cyclopentylmelhyl)-N-{2-[3-( I - 
piperidiny l)propoxy]bcnzyI } benzenesulfonamide hydrochloride 


849 


++ 


4-chIoro-N-(2-{3-[[(diethyIamino)carbonyl](rTiethyi)arnino]propoxy}benzyl)-N-(2,5- 
d i fl uoropheny I)benzenesu I fonam i de 


850 


++ 


4-chloro-N-{2-[2-(cyciohexylsulfanyI)ethoxy]bcnzyl}.N-(2,5- 
difluorophenyObenzenesulfonamide 


851 


++ 


N- {2-[3-( 1 -azepany l)propoxy]benzyl }-4-chloro-N.pheny Ibenzenesulfonamide 

hydrochloride 


852 


++ 


4-chloro-N-cyclohexyl-N-{2.[3-(l-pipendinyl)propoxy]ben2yl}ben2enesulfonainide 

hydrochloride 


853 


++ 


2,2,2-trichlora-N-{3-[2-({[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilmo}methyl)phenoxy]propyI}-N-methylacetamide 


854 


-H- 


N-{2-[2-(l«{[(4-ch!orophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

methyltetradecanamide 


855 


++ 


N-{{lR)-l.(2-bromophenyl)ethylH-chloro-N-(2,5-difluorophenyl)benzenesulfonamide 


856 


-H- 


S-ethy 1 2-[2.( 1 - { [(4-chloropheny l)sulfony l]-2,5- 
difluoroanilino } ethy l)phenoxy]ethyl(methy l)thiocarbamate 


857 


++ 


N- {2-[2-( I -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroani lino} ethyl)phenoxy]ethy] }-3- 
cyclopentyi-N-ethylpropanamide 


858 


++ 


N-{3-[2-{l-{((4-chIoropheny!)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 

methy I-2-naphthani i de 


859 


++ 


4-chloro-N-{2-[3-(4-morpholinyl)propoxy]benzyl}-N-phenylben2enesuIfonamide 

hydrochloride 


860 


++ 


4-chioro-N.(2,5-difluorophenyl)-N-(2-{2.[K3-inethylbenzoyl)-2- 
piperidiny!]ethoxy}bcnzyl)bcnzenesulfonainide 


861 


++ 


4-chIoro-N-(2,5-difluorophenyl)-N-(( 1 S)- 1 -{ 2-(3-( I H-imidazol- 1 - 
yl)propoxy ]phenyl } ethy l)benzenesulfonamide hydrochloride 


862 


-H- 


N-{3-[2-({[(4-chlOFophenyl)sulfonyl]-2,5-difluoroanilino}inethyl)phenoxy]propyl}-3- 

fluoro-N-methylbenzainide 


863 


++ 


N-{3-[2-{l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,3,4,5 

tetrafluorobenzamide 


864 


++ 


N-{3*[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanllino}niethyl)phenoxy]propyl}-2,3,4- 

trifluoro-N-methylbenzamide 


865 


-M- 


4-chloro-N-{2-[3-(2-ethyl-l-piperidinyl)propoxy]ben2yI}-N-phenylbcnzenesulfonainide 

hydrochloride 


866 


-M- 


N-(2-bromophenyl).4-chloro-N- {2-[3-( 1 -piperidinyl)propoxy]ben2yl}benzenesulfonainide 

hydrochloride 


867 


-Hf 


4-chloro.N-[(IR}-l-methylbutyl]-N.{2.[3^1- 
piperidinyl)propoxy]benzyI}benzenesulfonamide hydrochloride 


868 


-H- 


4-chloro-N-(2.5-dinuorophenyl)-N-[(IS)-2-hydroxy.l-phenylethyI]benzenesulfonainide 


869 


++ 


4-chloro-N-{2-[3-(cyclohexylsulfanyl)propoxyJbcnzyl}-N-(2,5- 
difluorophenyObenzenesulfonamide 


870 




4-chloro-N-{2-[3-(cyclohcxylsulfanyl)propoxylbcn2yl}-N-(2,5- 
difluorophenyl)benzenesulfonaxnide 
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ACTIVITY 


COMPOUND 


871 




4.chloro-N-(2,5-dinuoropheny i)-N-(2- { 3-[(4- 
niethoxypheny!)sulfonyI]propoxy}benzyI)benzenesulfonaniide 


872 


-M- 


N-{3-[2-({[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propy!}-N- 

methy M-ni trobenzam tdc 


873 


++ 


N-{ 3-{2-( { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}niethyl)phenoxy]propyl }-N- 
methy l-4-(trifluoromethoxy)benzam ide 


874 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-((l R)- 1 -(2-vinyIphenyl)ethyl]benzencsulfona!nide 


875 


++ 


4-chloro-N-(2-methylphenyI)*N-{2-f3-(]-pipcridinyl)propoxy]benzyl}benzenesuironamide 

hydrochloride 


876 


++ 


2,2,2-trichloroelhyl 3-(2-(l-{((4-chlorophenyl)sulfonyl]-2,5. 
difluoroaniIino}ethyl)phenoxy]propyI(methyl)carbamate 


877 


++ 


4-chloro-N-{2-[3-(l,4-dioxa-8-a2aspiro[4.5]dec-8-yI)propoxy]benzyl}-N- 
phenylbenzenesulfonamide 


878 


+ 


4-chIoro-N-(2,5-difluorophcnyl).N-{ N{2-[3-{ 1 - 
piperidinyl)propoxy]phenyl }propy Obenzenesulfonamide hydrochloride 


879 


+ 


N-(2,5-difluorophenyl)-4-methoxy-N-{2-[3-{l- 
piperidinyl)propoxy]benzy!}benzenesulfonainidc hydrochloride 


880 


+ 


N-{2-l3K4-benzyl-l-pipertdinyl)propoxy]benzyl}-4-chloro-N-phenylbenzenesulfonami^^ 

hydrochloride 


881 


+ 


3-[2-(( 1 R)-l -{ [(4-chlorophenyl)sulfonyI]-2,5-dif1uoroanilino}ethyl)-5-fluorophenyl]- 1 - 

propanesulfonic acid 


882 


+ 


4-chloro-N- {2-[3-( 1 H-imidazol- 1 -y l)propoxy]benzyl }-N-phenylbenzenesulfonainide 

hydrochloride 


883 




4-chloro-N-{2-(3-(l -hydroxy- 1 lambda— 5'--piperidin- 1 -yl)propoxy]benzyl }-N- 
phenylbenzenesulfonamide 


884 




4-chloro-N-(2,5-dinuoropheny l)-N-(2- { 2-[ 1 -{4-methy Ibenzoy I)-2- 
piperidinyl]ethoxy}benzyl)benzenesulfonainide 


885 


+ 


4-chloro-N-[ 1 -(2- {3-[[(4-chlorophenyl)su!fonyl](methyI)aininolpropoxy }pheny!)ethyl]-N- 
(2,5-difluoropheny])benzenesulfonainide 


886 


+ 


N-benzy 1-4-chloro-N- { 2-[3-( 1 -piperidiny l)propoxy ]benzy I } benzenesulfonam ide 

hydrochloride 


887 


+ 


4-chloro-N-(5-chloro-2-hydroxyphenyl)-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl} benzenesulfonamide hydrochloride 


888 


+ 


4.chloro-N-(2,5-dinuorophcnyl)-N-[ 1 -(2-{2. 
[[(diisopropyiainino)carbonyl](methyl)aniino]ethoxy)phcnyl)ethyl]benzencsulfonainide 


889 


+ 


4-chloro-N- { 2-(2-( 1 -methy l-2>piperidiny l)ethoxy ]benzy 1 } -N-phenylbenzenesuIfonamide 

hydrochloride 


890 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-(l-(3,4-diinethoxybenzoyI)-2- 
piperidinyl]ethoxy}benzy Obenzenesulfonamide 


891 


+ 


N-{3-[2-{{[(4-chlorophenyr)sulfbnyl]-2,5-difluoroaniHno)melhyl)phenoxy]pr 
methyl-3-(trifluoromethyl)benzamide 


892 


+ 


N-(3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-dif1uoroaniUno}ethyl)phenoxy]propyl}-N- 
methyl-2,5-bis(trifluoromclhyl)benzamide 


893 


+ 


N-{3-[2-({[(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyI}-N,4- 

dimethylbenzamide 


894 




2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl dielhylcarbamaie 


895 


+ 


4-chloro-N-(3-fluoropheny l)-N-(( 1 R)- 1 -{2-(3-( I H-imidazol- 1 - 
yl)propoxy]phenyl}cthy Obenzenesulfonamide hydrochloride 


896 


+ 


2.4-dichloro-N-{3-[2-({[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino}methyl)phenoxy]propyl}-5-iluoro-N-methytbenzamide 


897 


+ 


4-chloro-N-cycloheptyl-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


898 




N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}methyl)phenoxy]propyI}-N- 
methyI-4-(trifluoromethyl)benzamide 


899 


+ 


N-(2-{2-[l-(4-buloxybenzoyl)-2-piperidinyl]ethoxy}benzyl)-4-chloro-N-(2,5- 
difluorophenyObenzencsulfonamide 
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900 


+ 


3-chIoro.N-{3-[2'(l-{((4-chIorophenyl)sulfonyl)-2,5- 
difluoroanilino}ethyl)phenoxy]propyI}benzamide 


901 


+ 


4-chloro-N-(2.5-difluoropheny l)-N-(2- { 2-1 1 -(4-iodobenzoyI)-2- 
pipcridinyl]ethoxy}ben2yl)benzenesuIfonamide 


902 




4-chloro-N-{2,5-di£luorophenyl)-N-(2-{2-[l-(2-methoxyben2oyI)-2- 
piperidinyI]ethoxy}benzyl)benzenesuIfonainide 


903 




N-{3-(2-{{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino)meihyI)phenoxy]propyl}.N- 
methyl- 1 ,3-benzodioxole-5-carboxatnidc 


904 


+ 


(2S)-2- { [(4.chIorophenyl)sulfonyl]-2,5-difluon)aniIino}-2-phenylethyl isonicotinate 


905 




4-chIoro-N-{2,5-difluorophenyI)-N-(2-{3-[(4- 
nitrophenyl)suIfonyl]propoxy}benzyl)benzenesulfonamide 


906 




4.chloro-N-(2,5.dichIoro-3-pyridinyl).N-{2-[3-( N 
piperidiny l)propoxy]benzyl} benzenesulfonamide hydrochloride 


907 




N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyI)phenoxy]propyl}-N,4- 

dim ethy 1-3 -nitrobenzam i de 


908 


+ 


4-chloro-N-(2,6-difiuorophenyl)-N-(( 1 R> 1 -{2-f 3-( I H-imidazol- 1 - 
y l)propoxy]pheny 1 } ethy l)benzenesulfonamide hydrochloride 


909 




4-chIoro-N.(2,5-difluoropheny l)-N-(2- {2-[ 1 -{3-methoxyben2oy I)-2- 
pipcridinyl]ethoxy}benzyl)benzenesuIfonamide 


910 




2.((1 R)- 1 -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)benzyI 3- 
fluorobenzylcarbamate 


911 




4-chloro-N.(2,5-difluorophcnyl>.N- {2.[3-( 1 H-im idazol- 1 -yI)propoxy]-6- 
niethoxybenzyl}benzenesuIfonamide hydrochloride 


912 


+ 


N-(2,5-difluorophenyI).N-((lR)-l-{4.fluoro-2-[3.(methylsuIfanyi)propyl]phenyl}ethylH 
{methylsulfanyl)benzcnesulfonamide 


913 


+ 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-dinuoroaniIino}ethyl)phenoxy]propyl}-3,4,5- 

trimethoxy-N-methy ibenzam idc 


914 


+ 


2-((lR)-l-{[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}ethyl)-5-fluorobenzyl 2-(l- 

pyrrol id iny l)ethy Icarbamate 


915 


+ 


4-chloro-N-{2-[3-(3-hydroxy-l-pipendinyl)propoxy]ben2yl}-N-phenylbenzencsulfonamide 

hydrochloride 


916 


+ 


4.chloro-N-(2.5-difluorophenyl)-N-{2-[3-( 1 ,3-dioxo- 1 ,3-dihydro-2H-isoindol.2- 
yI)propoxy]benzyl}benzencsulfonamide 


917 




N-{3-[2-({((4-chIorophenyl)suIfonyI]-2,5-difluoroaniIino}methyI)phenoxy]propyl}-N- 
niethyl-2-phenylcyclopropanecarboxamide 


918 


+ 


N-{2-[3-(l-azetidinyl)propoxy]ben2yl}-4-chloro-N-phenylbcnzenesulfonam 

hydrochloride 


919 


+ 


4.chIoro-N-(3.methylphenyl)-N-{2-[3-(l.piperidinyl)propoxy]beiizyl}benzenesulfon 

hydrochloride 


920 


+ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroani|jno}ethyl)phenoxy]propyl}-4- 

(trtfluoromethoxy)benzamide 


921 




N-(2.{2-[l-(l,3-benzodioxol-5-ylcarbonyl).2-piperidinyl]ethoxy}ben2yI)-4-chloro-N-(2.5- 
difluorophenyl)benzenesulfonaniide 


922 


+ 


4-chloro-N-(2- { 3-[4.(hydroxymethyl)- 1 -piperidiny l]propoxy } benzy 1)-N- 
phenylbenzenesulfonamide hydrochloride 


923 


+ 


4-chloro-N- {2-[( 1 E)-3-oxo-3-( 1 -pyrrolidinyl)- 1 -propenyl]ben2yl}-N- 
phenylbenzenesulfonamide 


924 


+ 


4-chloro-N-[2-(methyIsulfanyl)phenyl]-N-{2-[3-{ 1 - 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


925 


+ 


4-chloro-N-(2-(niethylsulfanyI)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl)ben2encsulfonamide hydrochloride 


926 




4-cnioro-N-{2-l3-(3,5-dimelhyI-l-piperidinyl)propoxy]benzyl}-N- 
phenylbenzenesulfonamide hydrochloride 


927 


+ 


N-{2-[3-(4-benzyI-UpipendinyI)propoxy)benzyl}-4-chloro-N.phenylbenzenesulfonainide 

hydrochloride 


928 


+ 


N-{2-[2-(l-{[(4-chIorophenyl)sulfony!]-2,5.difluoroanilino}ethyl)phenoxy]ethyl}.N- 

ethyltetradecanamide 
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929 


+ 


methyl [{2-(2-(l-{((4-chlorophenyl)sulfonylJ-2,5- 
difluoroaniIino)ethyl)phenoxy]cthyl}{methyl)ainino](oxo)acetate 


930 




N-{2-[2-(|.{[(4-chlorophenyI)sulfonyl]-2,5-dinuoroaniUno}ethyl)phenoxy]ethyI}-N,2,4- 

trimethy Ipentanam ide 


931 


+ 


N-{3-I2-({[(4-chlorophenyl)sulfonyl]-2.5-difluoroan!lino}methyi)phenoxyJpropyl}-N- 
methyl-3,5-bis(tr!fluoromelhyI)ben2amidc 


932 


+ 


3,4-dichIoro-N-{3-(2-({[(4-chlorophenyl)su!fonyI]-2,5- 
difluoroanilino}inethyl)phenoxy]propyl}-N-methylbenzamide 


933 




4-chloro-N-(2- {2-[ 1 -(2,3-difluorobenzoyl)-2-piperidinyl]ethoxy}ben2yl)-N.(2,5- 
difluorophenyJ)ben2enesulfonainide 


934 




N-{3-I2-(l-{[(4-chlorophenyI)su[fonyI]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N- 
methy 1 -3 ,5-bis(tri fl uoromcthy Obenzam ide 


935 




4.[2'<( I R)- 1 - {4-chloro-2-[[(4-chloropheny Osulfony l](methyl)aminoJphenoxy }ethyI)-5- 

f1uorophenyl]butanoic acid 


936 


+ 


N-(2,5.difluorophenyI>4-(cthylsulfanyI)-N.((lR).l-{2-[3-(ethylsulfany!)propyl]-4- 
fluoropheny!}ethyl)benzenesulfonainide 


937 




4-chloro-N-phenyUN-{2-[3-(4-thiomorphoHnyl)propoxy)benzyl}benzenesulfonainidc 

hydrochloride 


938 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2.[l.(3,4,5-trimethoxyben2oyI}-2- 
piperidinyi]ethoxy}benzyl)benzenesulfonamide 


939 


+ 


4-chloro-N-(2,5-dinuoropheny l)-N-{ ( 1 R)- 1 .[2-( 1 - 
piperidinyimethyl)phenyl]ethyl}benzenesuifonamide hydrochloride 


940 




4-[2-(2-{[(4^hiorophenyl)sulfonyl]-2,5-dinuoroanilino}-l-inethyIethyI)-5- 
fluorophenyl]butanoic acid 


941 




4-chloro-N-(2-{ [(2S)-7-mcthyl-7-azabicyclo[2.2. 1 ]hept-2-y l]methoxy } benzy l)-N- 
phenylbenzenesulfonamide hydrochloride 


942 


+ 


N-(2-{2-[l-(2-broniobenzoyl)-2-piperidinyl]ethoxy}benzyl)-4-chloro-N-(2,5- 
difluorophenyObenzenesulfonamide 


943 


+ 


N-{4-I2.(l-{[(4-chlorophenyl)sulfonyi]-2,5-dinuoroaniIino}ethyl)phenoxy]butyl}-3- 
cyclopentyl-N-ethylpropanamide 


944 


+ 


4-chloro-N-phenyI-N-{2-[3-(l-piperaziny!)propoxy]benzyI}benzenesuIfonainide 

d {hydrochloride 


945 


+ 


4.chIoro-N-{2-[3-(l-piperidinyI)prDpoxy]bcnzyl}-N-(3- 
pyridinylmethyObenzenesulfonainide hydrochloride 


946 


+ 


4-chloro-N-(2,5-dinuorophenyI)-N-(2-{2-[l-(4-nuorobenzoyI)-2- 
piperidinyl]ethoxy}benzyl)benzenesuIfonamide 


947 


+ 


4-chloro-N.{3-[2Kl-{I(4-chlorophenyl)suifonylJ-2.5. 
dtnuoroanilino}ethyl)phenoxy]propyl}-2-nitrobenzamide 


948 


+ 


2-chloro-6-{2-[3-(Upiperidinyl)propoxy]benzyl}-6H-dibenzo[c,e][l,2]thiazine 5,5-dioxide 

hydrochloride 


949 


+ 


N-{2-[2-(l.{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)phenoxy}ethyl}-N. 

ethylacryiamide 


950 




3,5-dichloro-N.{ 3-[2-( I -{ [(4-chlorophenyl)sulfony 1].2.5. 
difluoroaniIino}ethyl)phenoxy]propyl}-N-methylben2amide 


951 




4-chloro-N-(4-methylpentyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


952 


+ 


4-chloro.N-[3-(methylsuIfanyl)phenyl]-N-{2-l3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


953 


+ 


4-chloro-N-f3-(methylsulfanyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonainide hydrochloride 


954 


+ 


N-[(2S)-bicyclo{2.2.1)hept-2.yl]-4-chloro-N-{2-[3-(l- 
piperidinyi)propoxy]benzyl}benzenesuIfonamide hydrochloride 


955 


+ 


4-chloro-N-(2-inelhyI-2-propenyl)-N-{2-[3-( I - 
pipcridinyl)propoxy]benzyI}bcnzencsulfonamide hydrochoride 


956 


+ 


4-chloro-N-phenyl-N-(2-{3-[3-(l-pipendinyl)propoxy]phenyl}ethyl)benzenesulfonamide 

hydrochloride 


957 


+ 


4-chioro-N-(2,5-difluorophenyl)-N-{5-methyI-2-[3-{l' 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 
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958 


+ 


N-{3-[2-{{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}methyl)phenoxy]propyl)-N- 

methy 1*3 ,5'dinitrobenzamide 


959 


+ 


N-{4-[2-(l-{[(4-chlorophenyl)sulfony]]-2,5-difluoroanilino}ethyl)phenoxy]butyl}-N- 
ethylcyclopropanecarboxamide 


960 


+ 


N- { 3-[2-({ [(4-chloropheny l)suIfonyl]-2,5-dif1uoroan[lino } melhy Ophcnoxy ]propy 1 } -3,4- 

dimethoxy-N-melhylbenzamide 


961 


+ 


2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl 3,4- 
difluorobenzyicarbamate 


962 


+ 


4-chioro-N-{ 2-[2-( 1 -methyl-2-pyrrolidinyl)ethoxy]benzyI}-N-phenyrbenzenesulfonainide 

hydrochloride 


963 


+ 


4-chloro-N-phenyl-N-{2-[2-(2-pipcridinyl)ethoxy]benzyl}benzenesulfonamide 

hydrochloride 


964 


+ 


4-chloro-N- {5-cliloro-2-[3-( 1 -piperidiny l)propoxy]benzyl }-N-phenylbenzenesulfonainide 

hydrochloride 


965 




4-chloro-N- { 2-[3 -(4-hydroxy-4-m ethy 1- 1 -p iperid iny l)propoxy Jbenzy 1 } -N- 
phenylbenzenesulfonamide hydrochloride 


966 




N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 

methy 1- 1 -naphthamide 


967 




4-chloro-N- {2-[3-( 1 -piperidinyl)propoxy]bcnzyl }-N-(4- 
pyridinylmethyl)benzenesulfonamide dihydrochloride 


968 


+ 


4-chloro-N- { 2-[3-(4-oxo- 1 -piperidiny l)propoxy]benzy 1 }-N-phenyibenzenesulfonainide 

hydrochloride 


969 




N.[(2S)-bicyclo[2.2.1 ]hept.2-yI]-4-chloro-N.{2.[3-(l - 
piperidinyl)propoxy]benzyl}benzenesulfonainide hydrochloride 


970 




4-chloro-N-{3-[2-({((4-chlorophenyl)sulfonyl]-2,5. 
difluoFoanilino}methyl)phenoxy]propy!}-N-methylbenzamide 


971 


+ 


ethyl (2E)-3-[2-({[(4-chlorophenyl)sulfonyl]aniiino}methyl)phenyl]-2-propenoate 


972 


+ 


4-chloro-N-phenyl-N-(2-{2-[3-(l-piperidiny!)propoxy]phenyl}ethyl)benzenesulfonainide 

hydrochloride 


973 


+ 


4-chloro-N-pheny l-N- { 2-[4-( 1 -piperid iny 1)- 1 -butynyl Jbenzy 1 } benzenesulfonamide 


974 


+ 


4.chloro-N-(2,3,4,5,6-pentafluorobenzyl)-N-{2-[3-(l- 
piperidinyl)propoxy]ben2yl}benzenesulfonaniide hydrochloride 


975 


+ 


4-chloro-N-(5-chloro-2-hydroxybenzyl)-N-phenylben2enesulfonamide 


976 




4-chloro-N-phenyl-N-(2-{[5-(l-piperidinyi)pentyI]oxy}benzyl)benzenesulfonaniide 

hydrochloride 


977 


+ 


4-chloro-N-pheny l-N- { 2-l4-.( I -piperidiny l)butoxy]bcn2yl } benzenesulfonamide 

hydrochloride 


978 


+ 


4-chloro-N-phenyl-N- {2-(5-( 1 -piperidiny Opentyljbenzyl }benzenesulfonaniide 

hydrochloride 


979 




4-chloro-N-{2-f3-(cyclopropylamino)propoxyJben2yl}-N-phenylbenzenesulfonamide 

hydrochloride 


980 


+ 


4-chIoro-N- [( I R)- 1 -methy Ibuty I]-N- { 2- [3-( 1 - 
piperidtnyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


981 




4-chloro-N-phenyl-N- {2-[4-( 1 -piperidiny l)butyl]benzy] }benzenesulfonamide hydrochloride 


982 


+ 


4.chloro-N-(2,5-difluorophenyl).N-{2-[3- 
(pheny Isulfany l)propoxy]benzy 1 } benzenesulfonamide 


983 


+ 


S-methy 1 2-[2-( 1 - { [(4-chloropheny I)sulfony l]-2,5- 
difluoroanilino}ethyl)phenoxy]ethyl(niethyl)thiocarbaniate 


984 


+ 


4-chloro-N-(cyclopropylmelhyl)-N-{2-[3-(l- 

piperidinyl)propoxy]benzyl} benzenesulfonamide hydrochloride 


985 


+ 


N-allyl-4-chIoro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamidc 

hydrochloride 


986 




4-chloro-N- { 2-[3-( 1 -piperidiny l)propoxy]benzyl }-N-letrahydro-2H-pyran-4- 
ylbenzenesulfonamide hydrochloride 
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987 


+ 


1 methyl (2S)-{ [(4-chlorophenyl)sulfonylI-2.5-difluoroaniiino)(phenyl)elhanoate 


988 




1 N-(4.bromophenylH-chloro-N-{2-(3-(l-pipendinyl)propoxy]bcnzyl}benzenesulfonamide 

hydrochloride 


989 


+ 


N-{3-(2-({((4-chlorophcnyl)su!fonyl]-2,5-difluoroanilino}melhyl)phenoxy]propyl}-3,43^ 

trimethoxy-N-meihylbenzamide 


990 




4-chloro-N- { 5-chloro-2-[4-( 1 -piperidmy 1)- 1 -butyny I Jbenzy 1 } -N-pheny Ibenzenesuifonamide 

hydrochloride 


991 


+ 


4>chloro-N-(2-ethynylbenzyl)-N-phenylbenzenesulfonainide 


992 


+ 


N-{2,5-dichloropheny l)(pheny I)-N- { 2-[3-( 1 - 
piperidinyl)propoxy]benzyl}melhanesuIfonajnide hydrochloride 


993 


+ 


3-(2- { [(pheny lsulfonyl)aniHno]methyl }phenyl)propanoic acid 


994 


+ 


(E)-N-(2,5-dichlorophenyl)-2-pheny|.N-{2-[3-{l- 
piperidinyl)propoxy]benzyl}ethenesulfonamide hydrochloride 


995 


+ 


ethyl 3-(2-{[(phenylsulfonyI)anirmo]methyl}phcnyl)propanoate 


996 




4-chloro-N.{2-[3-{cycIohexylamino)propoxy]ben2yl}-N-phenylben2enesulfonamide 

hydrochloride 


997 


+ 


4-chloro-N-{2,5-difluorophenyl)-N-(2-{3-[(4- 
nitrophenyl)sulfanyl]propoxy}ben2yl)benzenesulfonamide 


998 


+ 


4-chloro-N-(4-nitroben2yl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzcnesulfonamide 

hydrochloride 


999 




4-chloro-N-{2-[3-(3,4-dihydro-2(lH)-isoquinolinyl)propoxy]benzyI}-N. 
phenylbenzenesulfonamide 


1000 


+ 


N-{3-(2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-3,5- 

difluoro-N-methylbenzamide 


1001 


+ 


N-(2-(aIlyloxy)benzyl]-4-chloro*N-phenylbenzenesulfonamide 


1002 


+ 


3,5-dichloro-N-{3-(2-({[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroaniHno}inethyI)phenoxy]propyI}-N-inethylbenzainidc 


1003 


+ 


4.chloro-N-cyclopropyl.N-{2-[3-(I-piperidinyl)propoxy]benzyl}ben2enesuIfonamide 

hydrochloride 


1004 




2-{{[(4-chlorophenyl)sulfonyl]anilino}methyl)phenyl trifluoromethanesulfonate 


1005 




N-phenyl-N-{2-[4-(l-piperidinyl)butyl]benzyl}berizenesuIfonamide 


1006 




(2S)-2-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaiiilino}-2-phenylethyl nicotinate 


1007 


+ 


3-((4R)-4-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}-7-fluoro-l,2,3,4-tetrahydro-l- 

naphthalenyl)propanoic acid 


1008 


+ 


4.chloro.N.(2,5-difluorophenyl)-N-(( I R)- 1 -{4.fluoro-2-[3-( 1 .4,5,6-tetrahydro-2- 
pyrimidinyl)propyl]phenyl}elhyl)benzenesulfonamide hydrochloride 


1009 


+ 


[2-((lR>l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]methanesulfonic acid 


1010 


+ 


N-{3-(2-({[(4-chiorophenyl)sulfonyI]-2,5-dinuoroanilino}methyl)phenoxy]propyl}-4- 

ethoxy-N-methylbenzamide 


1011 




4-chloro-N-{5«chIoro-2-l3-(4-hydroxy-l-piperidinyl)propoxy]bcnzyI}-N- 
phenylbenzenesulfonamide hydrochloride 


1012 


+ 


4-chIoro-N-(2,3-dihydro-lH.inden-l.yl)-N-{2-l3-(l- 
pipcridinyl)propoxy]benzyl}bcnzenesulfonam!de hydrochloride 


1013 


+ 


(2R)-2- { [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino} propanoic acid 


I0I4 


+ 


S-{3-[2*({((4-chlorophenyl)suifonyI]anilino}methyl)phenoxy]propyl} elhancthioate 


1015 


+ 


4-chloro-N-[2-(2-hydroxyphenyI)ethyl]-N-phenylbenzenesuIfonamide 
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NUN4BER 


ACTIVITY 


COMPOUND 


1016 


+ 


4-chloro-N-[2-(4-hydroxybutyObenzyl]-N-phenyibenzenesulfonamidc 


1017 


+ 


4-chloro-N-(2-(4.hydroxybutyl)benzyl]-N-phenylbenzenesuIfonaniide 


1018 


+ 


4-chloro-N-phenyl-N-[2-(3-sulfanylpropoxy)benzyl]ben2enesuIfonainide 


1019 


+ 


4-chIoro-N-[4-(methylsulfanyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzencsulfonaniide hydrochloride 


1020 


+ 


4-chIoro-N.(2,3-dihydro-l H-inden-2-yl)-N-{2-[3-(! - 
piperidinyl)propoxy]benzyi}benzenesulfonamide hydrochloride 


1021 


+ 


ten-butyl 2-{2-[3-( 1 -piperidinyl)propoxy]phenyl}- 1 H-indole-1 -carboxylate trifluoroacetate 


1022 


+ 


N-{5-[(2.5-dichloro { 2-(3-{ I -pipendinyl)propoxy]ben^l )anilino)sulfonyl]-4.methy 1- 1 ,3- 
thia2ol-2-yl}acetaniide hydrochloride 


1023 


+ 


N-{5-[(2.5-dichloro{2.[3-(l-pipcridinyl)propoxy]ben2yl}anilino)sulfonyI]^-melhyl-l,3- 
thiazol-2-yl}acetamide hydrochloride 


1024 


+ 


2- {2-[3-( 1 -pipendiny l)propoxy]benzyl}-2H-naphtho[ 1 ,8-cd]isothiazole 1 , 1 -dioxide 

hydrochloride 


1025 


+ 


4-chloro-N-(2,5-difluorophenyl}-N-({2-[3«( 1 -piperidinyl)propoxyl- 1 - 
naphthy I }methyl)benzenesuIfonamide hydrochloride 


1026 


+ 


4.chloro-N-{2-[(5-chloropentyl)oxy]benzyl}-N-phenylbenzcnesulfonainide 


1027 


+ 


4-chloro-N-[2-(methylsulfonyl)phenyl]-N-{2-[3-(l- 
piperidiny I)propoxy]benzyl }benzenesulfonaniide hydrochloride 


1028 


+ 


tert-bulyl 4-{3-[2-({[(4-chlorophenyl)sulfonyl]anilino}methyl)phenoxy]propyl}-l- 
piperazinecarboxylate hydrochloride 


1029 


+ 


4-chloro-N.(2,5-difluorophenyl>N-(2-{3.[(4. 
methoxyphenyl)sulfanyl]propoxy}benzyl)ben2enesuIfonamide 


1030 


+ 


4-chloro-N-phenyl-N-[2-(4-pyridinylmethoxy)benzyl]benzenesulfonamide hydrochloride 


1031 


+ 


N-phenyl-N-{2-[3-(l-piperidinyl)propyI]benzyl}benzcnesulfonamide 


1032 




2-{ l-[(4-fluorophenyl)sulfonyl]-lH-indol-2-y!>phenyl 3-(I-piperidinyl)propyl ether 

trifluoroacetate 


1033 


+ 


4-chioro-N-{2,5-difluorophenyl)-N-[2-(2-{l-(4-(trifluoromethoxy)benzoyl)-2- 
piperidinyl}ethoxy)bcnzyl]benzcnesuIfonamide 


1034 


+ 


(2E>3-[2-({[(4-chlorophenyl)sulfonyl]aniUno}methyl)phenyI]-N-methoxy-N-methyl-2- 

propenamide 


1035 


+ 


(2E)-3-[2-({[(4-chlorophenyl)sulfonyl]anilino}methyI)phenyl]-2-propenoicacid 


1036 


+ 


4"ChIoro-N-[3-(methylsulfonyl)phenyl)-N-{2-[3-(U 
piperidinyl)propoxy]benzyl}benzenesulfonaniide hydrochloride 


1037 


+ 


I-{3-[2-{{[(4.chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyI}-l- 

methylpiperidinium iodide 


1038 


+ 


l-{3-[2-({2,5-dichloro((4-chlorophenyl)sulfonyl]aniHno}methyl)phenoxy]propyl}-l- 

methylpiperidinium iodide 


1039 


+ 


N-[2-(3-bromopropoxy)ben2yl]-4-chloro-N-phenylben2encsulfonaniide 


1040 


+ 


4-chloro-N-[2.(4.hydroxy-l-butynyl)benzyl]-N-phenylben2enesuIfonamide 


1041 


+ 


N-{2-f3-oxo-3-(l.piperidinyl)propyl]benzyl}-N-phenylbenzenesulfonamide 


1042 


+ 


N-hydroxy-3-(2-{((phenylsuIfonyl)aniiino]niethyl}phenyl)propanamide 


1043 


+ 


3-chloro- 1 -[(4-chlorophcnyl)sulfony l]-2- { 2-[3-( 1 -piperidiny l)propoxy]pheny 1 } - 1 H-indole 

trifluoroacetate 


1044 




4-chloro-N-(2,5-d ifluoropheny l)-N- { 2-[3-( 1 - 
piperidinyl)propoxy]benzyl}benzenesulfonainide 
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NUMBER 


ACTIVITY 


COMPOUND 


1045 




N-{(lR)-l-(2-(3-bromopropoxy)phenyI}ethyl}-4-chloro-N-{2,5- 
difluorophenyObenzenesulfonamide 


1046 


+ 


4.chloro-N-(2.5-dinuorophenyI)-N-{ 1 - { 2-(3-( 1 H-imidazol- 1 - 

yl)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 


1047 


+ 


4-chIoro-N-(2.5-dinuoropheny I)-N-{ 1 - { 2-(3-{ 1 H-imidazol- 1 - 
yI)propoxy]pheny!}ethyl)benzenesulfonainide 


1048 




4-chloro-N-(2,5-difluoropheny l)-N-(( 1 S)- N{ 2-[3-( 1 H-imidazol- 1 - 
yl)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 


1049 




(2R,3R)-2,3-bis[(4-methylbenzoyl)oxy]butanedioic acid compound with 4-chloro-N-(2,5- 
difluorophenyl)-N.(( 1 R)- 1 - {2-[3-( 1 H-imidazoI- 1 - 


1050 


+ 


4.chloro-N-{2-[2-(cyclohexylsulfmyl)ethoxy]benzyl}-N-(2,5- 
difluorophenyl)benzenesuIfonamide 


1051 


+ 


4.chloro-N-(2,5-difluoropheny 1)-N- {2-[3-( 1 H-imidazol- 1 -yl)- 1 - 
propynyl]benzyl}benzenesuIfonamide hydrochloride 


1052 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-[U(2-hydroxyphenyI)ethyl]benzenesulfonamide 


1053 


+ 


4-benzoyl-N-((lS)-l.{({3.[2.({I(4-chlorophenyl)sulfonyI]-2,5- 
difluoroaniltno}methyl)phenoxy]propyl}(methyt)amino)carbonyl}-5-{[5-(2-oxohexahydro- 


1054 


+ 


4-chioro-N-(2,5-difluorophenyl>N-(2-hydroxybenzyl)beiizenesulfonamide 


1055 


+ 


4-chloro-N-(2,5-difluoropheny 1)-N- {( I R)- 1 -[2-(2. 
hydroxyethyOpheny l]ethy 1 } benzenesulfonamide 


1056 


+ 


4-chloro.N-(2,5-dinuorophenyl)-N-(( 1 R> 1 -{ 2-I3-{ 1 H-imidazol- 1 - 
yl)propyl]phenyl}elhyI)benzenesulfonamide hydrochloride 


1057 


+ 


(2R).2-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}propyl isonicotinate 


1058 


+ 


(2R)-2-{((4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}propyi nicotinate 


1059 




N-{3-[2-((lR)-l-{[{4-chlorophenyl)suIfonyl]-2.5-difluoroanilino}ethyl)phenoxylpropyl}- 

N,2,2-trimethylpropanamide 


1060 


+ 


ethyl (2R)-2-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroaniIino}propanoaie 


1061 




4-chloro-N-{2,5-difluoropheny l)-N-(( 1 R)- 1 -{ 2-[3.( 1 - 
piperidinyl)propoxy]phenyl }ethyl)benzenesulfonamide hydrochloride 


1062 


+ 


4-chloro-N-[5-chloro-2-(hydroxymcthyl)pheny l]-N-(( 1 R)- 1 - {2-[3-( 1 - 
piperidinyl)propoxylphenyI}ethyl)benzenesulfonamide hydrochloride 


1063 


+ 


4-chloro-N-{2,5-difluoropheny !)-N-{ ( 1 R)- 1 -[4-fluoro-2-(3- 
hydroxypropy l)pheny l]ethy 1 } benzenesulfonamide 


1064 


+ 


2-[2-(l-{[(4.chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]-N- 

methylacetamide 


1065 


+ 


methyl 3-[2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyljpropanoate 


1066 


4- 


4-chloro-N-(2,5-dinuorophenyl)-N-{( I R)- 1 -{2-[3-( 1 H- 1 ,2.4-triazol- 1 - 

yl)propyl]phenyl}ethyl)benzenesulfonamide 


1067 


+ 


4-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl)-2,5-dinuoroaniiino}cthyi)-5- 
fluorophenyljbutanoic acid 


1068 


+ 


4-[2.(( 1 R)- 1 - { [(4.chlorophenyl)sulfonyl)-2.5-difluoroaniUno}ethyl)-5- 
fluorophenyljbutanoic acid 


1069 




4-[2-((lR>l-{[(4-chIorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]butanoic acid 


1070 


+ 


5-[2-({l R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}cthyl)-5- 
fluorophenyl]pentanoic acid 


1071 




4-chloro-N.(2,5-difluorophenyl)-N-[( 1 R)- 1 -(2-{4-[( 1 , 1 -dioxido-4. 
lhiomorpholinyl)sulfonyl]butyI}-4-fluorophenyl)ethyl]benzencsuIfonamide 


1072 


+ 


4-[2-((lR)-l-{[{4.chlorophenyl)suIfonyl]-2.5-difluoroaniIino}ethyl)-5- 
fluorophenyljbutanoic acid 


1073 




4-[2-(( 1 R)- 1 -{ ((4-chlorophenyl)sulfony l]-2,5-difluoroanilino}ethyl)-5- 
fiuorophenyljbutanoic acid 
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COMPOUND 


1074 


+ 


4-chloro-N-{2.5-difluorophenyl).N-[( I R). 1 -(4-fluoro-2-{4- 
[(inethyIsulfonyl)amino]butyl}phenyI)ethyl]benzenesulfonainide 


1075 


+ 


4-chloro-N-(2,5-d!fiuorophenyl)-N-[(lR)-K2.{4-((elhylsulfonyl)aininolbuty!}-4. 
fluorophenyl)ethyl]benzenesulfonainide 


1076 


+ 


4-[2-((lS)-l.{f(4.chloropheny!)suIfonyI]-2.5-dinuoroaniHno}ethyl)-5. 
fluorophenyl]butanoic acid 


1077 


+ 


[( { 4-[2-(( I Ky N{ [(4-chlorophenyl)suIfonyI]-2,5-difluoroaniHno }ethy l)-5- 
fluorophenyljbutanoyl}am!no)oxy]acetic acid 


1078 


+ 


4-chIoro-N-(2,5-difluorophenyl)-N-((lK)-U{244.(2.2-dimcthylhydraano)-4-oxobuiyl]^. 
fluorophenyI}ethyI)ben2enesuifonaniide 


1079 


+ 


4-[2.((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-dinuoroanilino}ethyl)-5-lluorophenyl]-N- 

(cy anomethoxy )butanam ide 


1080 




4-[2-(( 1 R)- 1 .{ [(4-chIorophenyl)suIfonyl]-2,5-difluoroaniiino)cthyl)-5- 
fluorophenyljbutanoic acid 


1081 


- 


4-chloro-N-{2-hydroxybenzyl)-N-phenyIbenzenesulfonamide 


1082 




N-{2-[3-(dimethy!ainino)propoxyJbenzyI}-N-phenylmethancsulfonamide 


1083 


- 


N-{2-[3-(dimethylamino)propoxy]bcnzyI}-4-nitro.N-phenylben2enesulfona^ 


1084 


- 


N-{2-[3-(dimethylamino)propoxylbenzyl}-2-nitro-N-phcnylbenzenesulfonamide 


1085 


- 


5-(dimethylamino>-N-{2-[3-(difnethylaniino)propoxy]benzyl}-N*pheny!-l- 

naphthalenesulfonam ide 


1086 


- 


4-chioro-N-[2-(3-hydroxy-3-methyl-l-butynyl)benzyl]-N.phenylbenzenesulfonamide 


1087 


- 


4-chloro-N-phenyl-N-{2.[(triniethylsiIy1)ethynyl]benzyl}benzenesuIfonainide 


1088 


- 


N-[2-(3-hydroxypropyl)benzyl]-N-phenylbenzenesuIfonainide 


1089 


- 


4-chloro.N-[5^hloro-2-(4-hydroxy-I-butynyI)ben2yI].N-phenyIbenzenesu!fonamide 


1090 


- 


4-chloro-2«({[(4-chlorophenyl)sulfonyl]aniIino}methyl)phenyl trifluoromethanesulfonate 


1091 


- 


4-chIoro-N-phenyl-N-[2-(3-pyridinylmelhoxy)ben^l]berizenesuIfonamide hydrochloride 


1092 


- 


4-chloro-N-phenyl-N-[2-(2-pyridinylmethoxy)ben2yl]benzenesulfonamide hydrochloride 


1093 


- 


(2E>N.(ben2yioxy)0-[2-({[(4-chlorophenyl)sulfonyI]anilino}methyI)phcnyl].2^ 
propenamide hydrochloride 


1094 


- 


4-chIoro-N-(4-(methy Isulfony Dpheny l]-N- { 2-[3-( I - 
piperidinyl)propoxy]benzyl}benzenesulfonainide hydrochloride 


1095 


- 


N.(2,5-dinuorophenyI).4-(phenylsulfanyl)-N.{2-[3- 
(phenylsulfanyl)propoxy]benzyl}bcnzenesulfonamide 


1096 


- 


ethyl 4-[2-({[(2-nitrophenyl)sulfony]]aniIino}inethyl)phenyl]butanoate 


1097 


- 


4-[2-{{((2-nitrophenyl)sulfonyl]aniliiio}methyI)phenyl]butanoic acid 


1098 


- 


N-{2-(2.( 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

methy loctadecanam ide 


1099 


M M i 


4-chloro-N-(2,5-dichIorophenyI)-N-(4-nitro-l(R)-methylbutyI]benzenesulfonaniide 


1100 


i MM 


H-viiiuru-iN-v<3-cnioro*z*iiuoropnenyi^iN-[4'-[(rnetnylsulionyI)aminoJ 
methylbutyljbenzenesulfonamide 


110] 


MM! 


4-chloro-N-(5-chloro-2-nuorophenyl)-N-[4-[(methylsulfonyl)niethylainino]-l(R)- 
melhylbutyllbenzenesulfonamide 


1102 


i t 1 n 


4.chloro-N-(2,5-dichlorophenyl)-N-[3-[2.I(methylsuJfonyl)nicthyl].l-piperidinyl]-l(R)- 
methylpropyljbenzenesulfonamide 
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COMPOUND 


1103 


IIM1 


4-chloro-N-{2,5-dichlorophenyl)-N-[4-(2-carboxy.3-thiazolidinyl)-l(R)- 
mclhy 1 buty 1 Jbenzenesu 1 fonam ide 


1104 


IMM 


4-chloro-N-(2,5-dichlorophenyI]hN-[5-( 1 , 1 -dioxido-4-lhiomoipholin^ 
mcthylpentyl]benzenesulfonainide 


H05 


IIMI 


4-chloro-NHC2,5Hdichlorophenyl)-N-[4-(2-meihoxycait»onyl-3-thia20lidinyI^ 
methylbutyljbenzenesulfonamide 


1106 


IIMl 


4-chloro-N-(2,5-dichlorophenyl>-N-|4-(2-carboxy-3-lhia2olidinyI)-l{R> 
niethylpentyl]bcnzenesulfonamidc 


1 107 


Mill 


4-chlorO'N-(5-chloro-2-fluorophenyl)-N-[4-nitrol(R)-methylbutyl]benzenesulfonainide 


1108 


IMM 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylsuifonyl)-l-piperidinyl]-I(R)- 
methylbutyljbenzenesulfonamide 


1109 


IMM 


4-chloro-N-(2,5-dichloropheny l)-N-[4-[{3-methy Isulfonyl)- 1 -pyrrolidinyl]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1110 


MMI 


4-chloro-N-(2,5-difluorophenyI)-N-[4-mtro-l(R)-methylbutyl]ben2enesulfonamidc 


till 


MM 


4-chloro-N-(2,5-dichIorophenyl)-N-[3-(2-carboxy-3-thia2olidinyl)- 1 (R> 
methylpropyljbenzenesulfonamide 


1112 


MM 


4-chloro-N-(2,5-dichloropheny l)-N-[5-[(3-methylsulfonyl). 1 -pyrrolidinyl]- 1 (R)- 
methylpentyljbenzenesulfonamide 


1113 


MM 


4-chloro-N-(2,5-dichlorophcny l)-N-[4-(acety lamino)- 1 (R)- 
methylbutyI]benzenesulfonamide 


1114 


MM 


4-chloro-N-(5-chIorO'2-fluoropheny l)-N-[4-{4-morpholinyl)- 1 - 
methylbutyljbenzenesulfonamide 


1115 


MM 


4-chIoro-N-(2,5-dichlorophenyl)-N-[5-[(3-methy Isulfony !)- 1 -piperidiny 1 J- 1 (R)- 
methylpentyljbenzenesulfonamide 


1116 


MM 


4-chloro-N-(2,5-dichIorophenyl>'N-l5-[2-[(methy lsulfonyl)methy IJ. 1 -piperidiny I]- 1 (R)- 
m ethy ipenty 1 J benzenesulfonam ide 


1117 


IMI 


4-chloro-N-{2,5-dichlorophenyl)-N-[5-(2-melhoxycarbonyl-3-thiazolidinyl}-l(R). 
methylpentyljbenzenesulfonamide 


1118 


MM 


4-chloro-N-(2,5-dichioropheny l)-N-[3-[(3-methy Isulfony 1)- 1 -piperidiny]]- 1 (R)- 
methylpropyljbenzenesulfonamide 


1119 


MM 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-(2-methoxycarbonyl-3-thiazolidinyI)-l(R)- 
methylpropyljbenzcnesulfonamidc 


1120 


MM 


4-chloro-N-{2,5-difluorophenyl)-N'[4-(2-isopropoxy-3,4-dioxo- 1 -cyclobutenyl)amine- 1 (R) 

methylbutyljbenzenesulfonamide 


1121 


+++ 


4-chloro-N-(2,5-dichloropheny l)-N-[4-[2-((methy Isulfony Omethy IJ- 1 -piperidiny I J- 1 (R)- 
methylbutyljbenzenesulfonamide 


1122 


+++ 


4-chioro-N-(5-chloro-2-fluorophenyi)-N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutcnyl)amine 
l(R)-methyIbutyIJbenzenesulfonamidc 


1123 


+-H- 


4-chloro-N-(2,5-dichlorophenyl>N-[5-[(4-methyIsulfonyl)-l-piperidinyl]-l(R)- 
methylpentyljbenzenesulfonamide 


1124 




4-chloro-N-(2,5-dichioropheny])-N-[4-[[[(S)hydroxy]pheny Imethy ijcarbonyljamino]- 1 (R)- " 

methylbutyljbenzenesulfonamide 


1125 


-H-+ 


4-chloro-N-(2,5-difluorophenyl)-N-[3-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R) 

melhylpropyljbenzenesulfonamide 


1126 


+-M- 


4-chloro-N-(2,5-dichlorophenyl>N-(4-[(4-methylsulfonyI)-l -piperidiny]]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1127 


+-H- 


4-chloro-N-(5-chloro-2-fluorophenyll)-N-[3-(2-isopropoxy-3,4-dioxo-l- 
cyclobuleny l)amine- 1 (R)-methy Ipropy IJbenzenesulfonamide 


1128 


-l-M- 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-{2-isopropoxy-3,4-dioxo-l-cyclobutenyI)amine-l(R) 

methylbutyljbenzenesulfonamide 


1129 


+-M- 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(R)hydroxy]phenyimethyi]carbonyl]amino]-](R)- 

methyibutyl]benzenesuIfonamtde 


1130 


+++ 


4.chIoro-N-(5-chloro-2-nuorophenyi>N-[3-[2-[4-chloro-N-(5-chloro-2-fluorophenyl)-N- 
[(3-amino)-I(R)-methylpropylJbenzenesulfonamide)-3,4-dioxo-l-cycIobutenyIJamine-l(R)- 


1131 


++-f- 


4-chloro-N-(2,5-dichloropheny l)-N-(4-[[(methoxy)carbonyI Jam ino]- 1 - 
melhyIbutyI]benzenesuIfonamide 
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NUMBER 


ACTIVITY 


i COMPOUND 


1132 


-H-f 


4-chloro-N-(2.5^ichlorophenyl)-N'[3-[(3-methylsulfonyI)-l-pyrrolidiny!]-l(R)- 
methylpropyljbenzenesulfonamide 


1133 


-f-H- 


4-chIoro-N-(2,5-dichlorophenyI)-N-[3-(2-methoxycarbonyl-3-thiazolidinyl)-l(R)- 
methyipropyljbenzenesulfonamidc 


1134 


-H- 


4.chloro-N-(2,5-dichlorophenyl)-N-[4.((3.methylthio)-l-pyiTolidinyl]-l(R)- 
methy Ibuty IJbenzenesulfonam idc 


1135 


++ 


4-chloro-N-(2,5-dichiorophenyi)-4-([N-(cyclopropylmethyl)-N-(3<lH-imida2^ 
yl)propyl]amino)-l(R)-fnethylbutyI]benzenesulfonamidc 


1136 


-H- 


4-chloro-N-(2.5-dichlorophenyl)-N-[4-[3-[(methylsulfonyl)methy I]- 1 -piperidiny 1]- 1 (R)- 
methy!butyl]benzenesulfonamide 


1137 


-HH 


4-chloro-N-(2,5-dichlorophenyI)-N-(4-[[( 1 , 1 -dimethylethyl)carbony IJamino]- 1 - 
methylbutyI]benzenesulfonamide 


1138 


-Hf 


4-chloro-NK2,5-dichlorophenyl)-N-[4-(a2ido)-l-inethylbutyl]ben2enesuIfonainide 


1139 


++ 


4-chloro-N-(2.5-difluorophenyI)-N-[3-[2-[4-chloro-N-(2,5-difluorophcnyl)-N-((3-amino)- 
1 (R)-methylpropyl]ben2enesulfonamide]-3,4-dioxo- 1 -cyclobutenyljamine- 1 (R)- 


1140 


++ 


4-chloro-N-(2,5.dichloropheny I)-N-[5-I3-[(methy IsulfonyOmethy I]- 1 -piperidiny 1]- 1 (R)- 
methylpentyI]benzenesuIfonamide 


1141 


++ 


4-chloro-N-(2,5KlifluorophenyI)-N-[3-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R) 

niethylpropyl]benzenesulfonamide 


1142 


-H- 


4-chloro-N-(2,5-dichlorophenyl)-N-[3.I(3-methy!thio)- 1 -piperidinylj- 1 (R)- 
methylpropyllbenzenesulfonamide 


1143 


-H- 


4-chloro-N-(2.5-dichlorophenyI)-N-[3-[2-[4-chloro-N-(2,5-dichlorophenyI)-N-[(3-amino> 
1 {R)-melhy Ipropy 1 JbenzenesuIfonainide]-3,4-dioxo- 1 -cyciobuteny l]am ine- 1 (R)- 


1144 


++ 


4.chIoro-N-(2,5-dichlorophenyI).N-[4-[(4-methylthio)-l-piperidinylJ-l(R). 
methylbutyljbenzenesulfonamide 


1145 


+-f 


4-chloro-N-(2,5-dichIoropheny l)-N-[4.[[( 1 , 1 -dimethy lethoxy)carbony I]amino]- 1 - 
methylbutyljbenzenesulfonamide 


1146 


-h+ 


4.chloro.N-(2,5-dichloropheny l)-N-[3-[(4-mcthylsulfonyl)- 1 -piperidinyl]- 1 (R)- 
methylpropy]]benzenesulfonamide 


1147 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3>methylthio)- 1 -pyrrolidinyl]- 1 (R)- 
methylpropyljbenzenesulfonamide 


1148 


++ 


4-chloro-N-(2,5-dichlorophcny !)-N-[4-[3-((methylthio)melhyl]. 1 -piperidinyl]- 1 (R)- 
methylbutyl]benzenesulfonamide 


1149 


-H- 


4-chloro-N-(2,5-dichlorophenyI>-N-[4-[[(phenyl)carbony l]amino]- 1 - 
methylbutyl]benzenesulfonamide 


1150 


++ 


4-chIoro-N-(2,5-dichlorophenyl)-N-(5-[(4-(methylsulfonyl)methyll-l.piperidinyI]-l(R)- 
methylpentyl]benzenesulfonamide 


1151 


-h+- 


4-chIoro-N-(2,5-dichlorophenyl)-N-[3-[(3-(methylsulfonyl)methyl]-l-piperi^^^ 
methy ipropy 1] benzenesul fonamide 


1152 


-H- 


4-chloro-N-(2,5-dichlorophenyl)-N-(4-amino)-l -methylbutyljbenzenesulfonamide 


1153 


++ 


4-chloro-N-{2,5-dichlorophenyI)-N-[4-[(3-mcthylthio)-l-piperidinyI]-l(R)- 
methylbutyljbenzenesulfonamide 


1154 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(phenoxy)carbonyl]aminoJ-l- 
melhylbutyl]benzenesulfonamide 


1155 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-(4-[[(benzoxy)c2U'bonyl]amino]-l- 
methylbutyl]benzenesulfonamide 


1156 


++ 


4-chloro-N-(2,5.dichloropheny !)-N-[3-[(4-methylthio)- 1 -piperidinyl]- 1 (R)- 
methylpropyljbenzenesulfonamide 


1157 


++ 


4-chloro-N-(2,5-dichlorophenyI)-N-[4-[[4-(melhylsulfonyI)methyI]-l-pipcridinyl]-l(R)- 
methyibutyl]benzencsulfonamide 


1158 


+ 


4-cnloro-N-v2,5-aicnloropnenyl)-N-[4-[N-(2,5-dichlorophenyl)-N-[(4- 
chloropheny l)sulfonyl]amino]- 1 (R)-mcthy Ibutyljbenzenesulfonamide 


1159 


+ 


4-chloro-N-{2.5-dichIorophenyl)-N-[3-[[3-(methy!thio)methyl]-l-piperidinyl]-l(R)- 
methylpropyl] benzenesul fonamide 


1160 


n 1 1 i 


4-chloro-N-[5-chloro-2-fluoropheny l]-N-[ 1 (R)-mcthy l-(4. 
ethylsuinnyl)butyi]benzenesulfonamide 
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ACTIVITY 


COMPOUND 


1161 


t 1 M ( 


4-chloro-N-[2,5-dichloropheny 1 J-N-( 1 (R)-methy I-(4-[( 1 - 
methylethyI)sulfony!]butyi]benzenesuIfonamide 


1162 


Mill 


4.chIoro-N-[2,5-dichlorophenyIl-N-[ 1 (R)-methy K^- 
methylsulfonyl)butyl]benzenesulfonamide 


1163 


Mill 


4-ch!oro-N-[5-chloro-2-fluoropheny 1]-N-( 1 (R)-inethy l-(4- 
elhylsulfonyl)buty!]benzenesulfonamidc 


1164 


1 I 1 1 1 


4-chloro-N-I2,5-dichlorophenyl]-N-( 1 (R}-methy l-(4- 
ethylsulfonyl)bulyl]benzenesuIfonamide 


1165 


Mill 


4-chloro-N-[5-chloro-2-fluorophcnyl J-N-[ I (R)-melhyl-(4- 
inethylsulfonyl)butyl]benzenesuironamide 


1166 


nil! 


4-chloro-N-f 2,5-difluoropheny!)-N-( 1 (R)-niethy l-(4- 
ethyIsulfonyl)butyI]benzcnesulfonamide 


1167 


Mill 


4-chloro-N-[5-chloro-2-fluorophcnyll-N-( I (R)-melhy l-(4- 
methylsuIfinyl)butyl]benzenesulfonamide 


1168 


1 1 1 M 


4.chloro-N-[2,5-dichlorophenyl].N-(l(R)-inelhyl-(5- 
elhylsulfonyl)pentyl]benzenesulfonamide 


1169 


Mill 


4-chloro-N-[2,5-dichloropheny l]-N-{ 1 (R)-methy K4-I( 1 - 
melhylethyI)suIfinyl)butyl]benzencsuIfonamide 


1170 


I M M 


4-chloro-N-[2,5-dinuorophenyl]-N-[ 1 (R>methy K4- 
fnethylsulfonyI)butyl]benzenesulfonamide 


1171 


M M 1 


4-chloro-N-[2,5-dichlorophenyl)-N-[ 1 (R)-methyK4- 
methylsuirinyl)butyl]benzenesulfonamide 


1172 


Mill 


4-chloro-N-[2,5-dichlorophenyI]-N-[ 1 (R)-methyK4- 
ethylsulfiny])butyl]benzenesulfonamide 


1173 


Mill 


4-chloro-N-[2,5-dichloropheny I]-N-[ 1 (R)-methy l-(5- 
ethylsulfinyOpentylJbenzenesuIfonamide 


1174 


■1 M M 


4-chIoro-N-[2,5-dinuorophenyl)-N-[ 1 (R)-methy l-(4- 
elhylsuIfinyI)butyl]benzenesulfonamide 


1175 


Mill 


4.chloro-N-[2,5-dinuorophenyl]-N-[l(R)-methyl-(4- 
methyIsulfinyl)butyl]ben2enesulfonamide 


1176 


M M 1 


4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl<4-methylthio)bulylJben2enesulfonamidc 


1177 


[MM 


4-chIoro-N-[5-chloro-2-nuorophenyl]-N-[l(R)-methyK4- 
ethylthio)butyl]benzenesulfonamidc 


1178 


MM! 


4-chloro-N-[5-chloro-2-fluorophenyI]-N-[ 1 (R)-methy I-(4- 
inethylthio)butyI]ben2tenesulfonamide 


1179 


1 M M 


4-chIoro-N't2,5-difluorophcny l]-N-t I (R>melhyl-(4-[( 1 - 
inethylethyl)sulfinyl]butyl]benzenesulfonamide 


1180 


1 M M 


4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R)-methyl-(3. 
ethylsulfonyl)propyl)benzenesulfonamide 


1181 


Mill 


(6R)-6-[{2»5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-amino]-3-thioheptanoic acid 


1182 


Mill 


4-chloro-N-[2,5-dichlorophcnyl]-N-[ 1 (R)-methyl-{4-I(2. 
methylpropyl)sulfinyl]butyl]benzencsulfonamide 


1183 


1 M M 


4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-melhyl-(4-ethylthio)butyl]ben2enesulfonamide 


1184 


t M 1 


4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-melhyl-{4.[(2- 
melhyipropyi)sulfonyI]bulyl]benzenesuIfonamidc 


1185 


HIM 


methyl(6R)-6-f(2,5-dichlorophenyl)-[{4-ch!orophenyl)sulfonyI]-amino]-3-thiohcpUnoate 


1186 


MM 


(5R)-5-[(2,5-dichIorophenyl)-[(4-chloropheny!)suIfonyl]-amino]-3-lhiohexanoic acid 


1187 


•f-H- 


methyl(6R)-6-[(2,5-dichlorophenyl)-[(4-chlorophcnyI)suIfonyl]-amino]-3-thiohcpmoic 

acid, 3-oxide 


1188 


++ 


4-chloro-N.[2,5-dichloropheny ll-N-l I (R)-methyl-(4-((2- 
inethylpropyl)thio)sulfonyl]butyl]benzenesulfonaniide 


1189 


4-f- 


4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyK3-ethylthio)propyl]bcnzcnesulfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


1190 


-H- 


4-chloro-N-[2,5-dichlorophenylJ-N-[l(R)-methyK4-l(l- 
methylethyl)thio]butyl]benzenesulfonainide 


1191 


++ 


melhyl(6R)-6-[(2,5-dichlorophcnyl)-[(4-chIorophenyl)sultonyIj-amino]-3-thioheptanoic 

acid, 3,3-dioxide 


1192 


-H- 


(4R)-4-rN-[5-chloro-2-fluorophenyI][(4-chlorophcnyl)suIfony!]amino]pentylsuIfonic acid 


1193 


-M- 


mclhyl(6R)-6-[(2,5-dichlorophenyl)-t(4-chlorophenyl)suIfonylJ-amino]-3-thiohexanoic 

acid, 3-oxide 


1194 


++ 


(4R)-4-|>J-r2,5-dich!orophenyl]f(4-chlorophenyl)sulfonyl)amino]pentyIsulfonicacid 


1195 


+ 


melhyl(4R)-4-[N-(2,5-dichlorophenyI][(4-chIorophenyl)suIfonyl]ainino]pentylsuIfonate 


1196 


+ 


(6R)-6-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-amino]-3-thioheptanoicacid 3- 

oxlde 


1197 


+ 


(6R)-6-[(2,5-dichlorophcnyI)-[(4-chlorophenyl)sulfonylj-amino]-3-thioheptanoicacid, 3,3- 

dioxide 


1198 




4-chioro-N-[2,5-dichlorophenyl]-N-[4-[(l-azetidinyi)suifonyl]-l(R). 
methy Ibuty 1] benzenesuifonam ide 


1199 


-H-H^ 


4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(methylamino)sulfonyI]- 1 (R)- 
methylbutyI]ben2enesulfonainide 


1200 




4-chIoro-N-I2,5-difluoropheny I]-N-[4-(( 1 -azetidiny l)sulfonyI]- 1 (R)- 
methy ibutyl]benzenesulfonain ide 


1201 


-H^ 


4.ch!oro-N-[2,5-dichlorophenyl]-N-[4-[(diinethy Iamino)sulfonyl]- 1 (R)- 
inethyibutyl]benzenesulfonaniide 


1202 




4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[{dimethylaniino)sulfonyl]-l(R)- 
methylbutyI]benzenesulfonamide 


1203 


^ 


4-chloro.N-(5-chloro-2-fluorophenyl)-N-[4-[(methylamino)sulfony]]-l(R)- 
inethylbutyl]benzenesulfonamide 


1204 




4-chloro-N-[2,5Kiichlorophenyl]-N-[4-[(l-pyrrolidinyl)sulfonyl]-l(R). 
methy Ibuty 1] benzenesul fonam ide 


1205 




4.chloro-NK5-chloro-2-fluoropheny l)-N-[4-(( Npyrroiidinyl)sulfonyl]- 1 (R). 
inethylbutyi]benzenesulfonamide 


1206 




4-chloro-N-(2,5-difluorophenyl]-N-[4-[(dimethyIamino)sulfonyl]- 1 (R)- 
methylbutyl]benzenesulfonaniide 


1207 


+^ 


4-chloro-N.[2,5-difluorophenyl]-N-[4.[(melhylamino)sulfonyI]-l(R)- 
methylbutyljbenzencsulfonamide 


1208 


-H+H- 


4-chloro-N-t2,5-dichiorophenyl]-N-[4-[(ethylamino)sulfonyl]- 1 (R)- 
methyibutyljbenzenesulfonamide 


1209 


-HH-H- 


4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(4-morpholinyl)sulfonyl]-l(R)- 
niethylbutyl]benzenesulfonamide 


1210 




N-[4-(aminosulfonyl)- 1 {R)-methylbutyl]-4-chloro-N-(2,5- 
dichlorophenyl)benzenesulfonamide 


1211 


+^ 


4-chIoro-N-[2,5-dichlorophenyl]-N-I44(4-thioinorphoIinyl)sulfonyl]-I(R)- 
methylbutyI)benzenesulfonamide 


1212 




4-chloro-N-[2,5-dichlorophcnyl]-N-[4-[[N-( ! -methylethyl)methyiamino]sulfonyl]. 1 (R)-'^ 
methylbutyljbenzenesulfonamide 


1213 




4-chloro-N-[2,5-dichlorophenyl]-N.[4-[(diethylamino)sulfonyl]-l(R)- 
m ethyl butyljbenzenesulfonamide 


1214 


+++++ 


4-chloro-N-.[2,5-dichlorophenyl]-N-[4.[[(tetrahydro- 1 , 1 -dioxido-3-thienyl)amino]suIfonyl]- 
l(R)-methyIbutyl]bcnzenesulfonamide 


1215 


1 M 1 


4-chloro-N-[2,5-dichlorophenyl]-N-[4-[[(N-cyclopentyl)methylainino]sulfonyl]-I(R)- 
methylbutyijbenzenesulfonamide 


1216 


+++ 


4-cnioro-N-[2,>-dicnioroptienylJ-N-[4-[(2-methylpropylamino)suifonyl]-l(R)- 
methylbutyljbcnzenesulfonamidc 


1217 


Mill 


4-chloro-N-[5-chIoro-2-(hydroxymethyl)phenyl]-N-(l(R)-methyI-(4- 
cthylsulfonyl)buty!lbenzenesuIfonamide 


1218 


r H M 


4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyll.N-[l(R)-mcthyl-(4-[(l,l- 
dimethylethyl)sulfonyl]butyl]benzenesuIfonaiiiide 
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COMPOUND 


1219 


MM. 


4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyIl-N-[l(Rhmcthyl-(4-Kl- 
methylethyI)sulfinyl]butyl]benzcnesulfonamide 


1220 


MMI 


4-chloro-N-l5-chloro-2-{hydroxymethyl)phenyl].N-[I(R)-meUiyK4-[(I- 
mcthylethyl)sulfonyl]butyl]benzenesuIfonamide 


1221 


MM. 


4-chloro.N-f 5-chloro-2-(hydroxyinelhyl)phenyI]-N-l 1 (R)-nicthy l-(4-[{ 1,1- 
dimethylethyl)suinnyI]butyl]benzenesu[fonamide 


1222 


MMI 


4-chloro-N-f5-chloro-2-(hydroxyinethyl)phenyl]-N-[l(R).melhyl-(4- 
ethylsulfmyl)butyI]benzenesulfonamide 


1223 


i M M 


4-chloro-N.[5-chloro-2-(hydroxymethyl)phenylJ-N-l 1 (R)-niethyl.{4-[( 1 - 
niethylethyl)thio]butyl]benzenesulfonamide 


1224 


MIM 


4-chloro-N-[5-chloro-2-(hydroxymethyI)phenyl]-N-[ 1 (R)-methyl-(4- 
methy!suirinyl)butyl]benzenesulfonaniide 


1225 


MMI 


4-chIoro-N-[5-chloro-2-(hydroxymethyl)pheny l]-N-[ I (R)-methyl-(4- 
methylsulfonyObutylJbenzenesulfonamide 


1226 


MIM 


4.chloro-N-(5-chloro-2-(hydroxyfnethyl)phenyIJ-N-[ ! (R)-melhy I-<4- 
phenylthio)butyl]benzenesulfonaniide 


1227 





4-chloro-N-f 5-chIoro-2-{hydroxymelhy Opheny I]-N-[ 1 {R)-methy l-(4- 
ethylthio)butyl]benzenesulfonaniide 


1228 


MIM 


4-chloro-N-[5-chloro-2-(hydroxymelhy l)phenyl].N-[ 1 (R).nielhyK4- 
methy lthio)buty IJbenzenesuIfonaxn ide 


1229 


.Mil 


4-chloro-N-[5-chloro-2-(hydroxymethy Opheny lJ-N-[ 1 (R)-methyl-(4-[( 1,1- 
dimethylethyl)thio]butyl]benzenesulfonamide 


1230 


MM 


4-melhylsuIfonyl-N-[5-chloro-2-(hydroxymcthyl)phenyl]-N-[l(R)-melhyl-(4. 
inethylsulfonyl)butyl]ben2enesulfonamide 


1231 


++ 


(4R).4-[N-[5-chloro-2-(hydroxymethyl)phenyl][(4- 
chlorophenyl)suIfonyl]amino]pentylsulfonic acid 


1232 


+ 


4-ethylthio-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4- 
ethylthio)butyl]benzenesulfonamide 


1233 




4-chloro-N-l5-chloro-2-(hydroxymethyl)phenyl]-N-[4-[{methylamino)sulfonyl]-l(R)- 
inethylbutyl]benzenesulfonainide 


1234 




4.chloro-N-[5-chlon>-2-(hydroxymethyl)phenyl]-N-[4-[(dimelhylamino)sulfonyl]-K 
xnethy Ibuty 1 ]benzen esu 1 fonam ide 


1235 




4-chloro-N-[S-chloro-2-(hydroxymethyl)phenyl]-N-[4-(aminosulfonyl)-l(R>methylbut^ 

benzenesulfonamide 


1236 




4-chloro-N-(5-chloro-2-(hydroxymethyl)phenyl]-N-[4-[N-(cyclopropylmethyl)-N-[3-(lH- 
imidazol- 1 -y l)propyl]aminosulfony 1]- 1 (R)-methy Ibuty l]benzenesulfonamide 


1237 




4-Chloro-N-(2,5-dichlorophenyl)-N-[2-[[[pyiTolidin- 1 -yl]carbony l]oxy]-(R)- 1 - 
methy lethyl]benzenesuIfonam ide 


1238 




4-Chloro-N-(2,5-difiuorophenyl)-N-[2-[[Ipyrrolidin-l-yl]carbonyl]oxy]-(R)-l- 
methylethyllbenzenesulfonamide 


1239 




4-Chloro-N-(2,5-dinuorophenyl)-N42-[[N'.[3-(lH-imidazol-l.yl)propylaminoJ 
carbony l]oxy ]-{R)- 1 -methy lethyl]benzenesulfonamide 


1240 




4-Chloro-N-(2,5-dichloropheny l)-N-[2-[[N*-[3-(l H-imidazol- 1 -yl)propylamino] 
carbonyl]oxy]-(R)- 1 -methylethyl] benzenesulfonamide 


1241 




4-Chloro-N-(2,5-dichlorophenyl)-N-[2-[[[(S)-2-(hydroxymethyl)pyrrolidin-l- 
yl)]carbonyl]oxy]-(R)-l-methylethyl]benzenesulfonamidc 


1242 




4-Chloro-N-(2,5-dichIorophenyl)-N-[2-[[N'-[2-(piperidin- 1 -yl)ethylamino] carbonyljoxy]- 
(R)-l -methylethyl] benzenesulfonamide 


1243 




4-Chloro-N-(2-fluoro.5-chloropheny l)-N-[2-[[[pyrrolidin- 1 -yl)carbonyi]oxy]-(R)- 1 - 
methyiethyI]benzenesulfonamide 


1244 




4.ChIoro-N-(2-fluoro-5-chlorophenyl)-N-[2-[[N'.[3-(l H-imidazol- l-yOpropylamino] 
carbonyl]oxyHR)- 1 -methylethyl]benzenesulfonamide 


1245 




4-Chloro-N.{2-fluoro-5.chlorophenyl)-N.[2-[[N'.[2-(lH.imidazol-4- 
yl)ethy lamino]carbony I]oxy]-(R)- 1 -methy lethyl]benzenesulfonamide 


1246 




4-Chloro-N-[5-chIoro-2-(hydroxymcthyl)phenyl]-N-(2-[rN'-[3-(lH-imidazol-l- 
yl)propylamino]carbonyl]oxy]-(lRH2R)-dimethyIelhyl]bcnzenesulfonamide 


1247 




4-Chloro-N-(2.5-dichlorophenyl)-N-[2-[[[N'-I3.{ I H-imidazol- 1 -yl)propyl]-N'- 
cthylamino]carbonyi]oxy]-(R)-l-methylethyl]benzenesulfonamide 



BNSDOCID: <WO 0050391 A1_L> 



wo 00/50391 356 PCT/USOO/04560 



NUMBER 


ACTIVITY 


COMPOUND 


1248 




4.Chloro.N-(2,5-dichlorophenyl)-N-[2-[[N'-[3-(iH-tetrazol-l-yl)- 
propylaminolcarbony!]oxy]-(R}- 1 -methylethy!]benzenesulfonamide 


1249 




4.Chloro-N-(2,5-dichlorophenyI)-N.[2-[[N'-[2-(hydroxyethyI)-N^ 
cnethy Iamino]carbonyl]oxy]-(R)- 1 -methylethy!]benzenesulfonamide 


1250 




4-Chloro-N-(2,5-dichlorophenyl)-N-[2-[[[N'-[3-{ 1 H-imidazol-l -yl)propyl]-N'- 
nicthylainino]carbonyI]oxyHR)- 1 -methylethy llbenzenesulfonamidc 


1251 


-f^ 


4-ChIoro-N-[5-chloro-2-{hydroxymcthyI)phenyl]-N-[2.[[[N^[3-(lH-imidazol'l-yO 
N'-cyclopropylmethylainino)carbonyl]oxy]-(R>l-methylethyI]benzenesuIfonamide 


1252 


4^ 


4-Chloro-N45-chloro-2-(hydroxymethyl)phenyl]-N-[2-[[[N'-[3-(IH-imida2oI-l-yl)propyll- 
K-(2-methyIethyl)amino]carbonyl]oxyJ-(R)-I-mclhylclhyl]benzenesuIfonainide 


1253 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[ 1 -(S)-[ 1 -[2-(melhy lsuIfonyl)ethyl] pyrroHdin-2- 
yljethy llbenzenesulfonamidc 


1254 


+ 


4-chloro-N-(2,5-dichlorophenyI)-N-[ 1 -(S)-pyrrolidin-2-yl]ethyl]ben2ene sulfonamide 


1255 


+ 


4-chloro*N.(2,5-dichIoropheny l)-N-[ 1 -(S)-[ 1 -[( 1 , 1 -dimethy lethoxy ) carbonyl]pyiTolidin-2- 

yI]ethyl]benzenesulfonamide 


1256 


++ 


(R)-4-Chloro-N-(5-chloro-2-£luorophenyl)-N-[4-[N-(S)-[l.(methoxycarbonyI)-3- 
methylbutyljamino]- 1 -methyI-4-oxobutyl]ben2enesulfonamide 


1257 


+-H- 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl>N-[4-[N-(S)-[I-{mcthoxycarbonyl).2- 
methyipropyl]amino]- 1 -methyI-4-oxobuty]]benzenesulfonamide 


1258 




(R)-4.Chloro-N-(5-chloro-2-fluorophenyI)-N-[6-n^-(S)-[l.(melhoxycarbonyl).3- 
methylbutyl]amino]- 1 -methy I-6-oxohexyI]benzenesulfonainide 


1259 


-H-H-. 


(R)-4-ChIoro-N-(5-chloro-2-nuorophenyl)-N-[6-[N-(S).[lKcaitoxy)-3-methylbutyl]amino] 
l-methyI-6-oxohexyl]benzenesulfonaxnide 


1260 




{R)-4.Chloro-N-(5-chIoro-2-fluorophenyl>-N-{6-[N-(S>[I-(methoxycarbonyI)-3- 
methy Ibuty I]amino]- 1 -methy l-6-oxohexyl]ben2enesulfonamide 


1261 


+++++ 


{R)-4-Chloro-N-(5-chloro-2-fluorophenyI)-N-{6-[N-(S)-[l-(methoxycarbonyl)-2- 
methylpropyI]amino]- 1 -methy l-6-oxohexyl]benzenesuIfonamide 


1262 




(R)-4-Chloro-N-(5«chloro-2-fluorophenyl>N-[6-[N-(S)-[l-(carboxy)-2- 
methy Ipropy Ijamino]- 1 -methy l-6-oxohexyI]benzenesulfonamide 


1263 


■C 1 M 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[6-|N-(S)-[l-(carboxy)-3-mcthylbutyI]amino] 
I-methyl-6-oxohexyl]ben2enesulfonamide 


1264 


++ 


(R)-4-Chloro-N-(5-chIoro-2-nuorophenyl)-N-[5-rN-(S)-[l-(methoxycarbonyl>2- 
methylpropyl]amtno]-l-methyU5-oxopentyl]benzenesuifonamide 


1265 


+++ 


(R)-4-Chloro.N'<5-chloro-2-fluorophenyl)-N-[5-[N-(S)-[l-(methoxycarbonyl)-3- 
methylbutyl]amino]-l-mcthyl-5-oxopentyl]ben2enesulfonamide 


1266 


1 1 1 I 1 


(R}-4-Chloro-N-(5-chIoro-2-fluorophenyl)-N-[5-[N-(R)-[KmethoxycarbonyI>2- 
methy Ipropyljamino]- 1 -methyl-5-oxopenty l]benzenesulfonamide 


1267 


1 1 1 1 


(RH-Chloro-N-(5-chloro-2-fluorophenyi)-N-[5-[N-(R)-[l.(methoxycarbonyl)-3- 
methy!butyI]amino]- 1 -methyl-5-oxopentyl]benzenesulfonamide 


1268 


++ 


(R)-4-ChIoro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-(S)-[l-(carboxy)-2- 
methylpropyl]amino]- 1 -methyl-5-oxopentyl]benzenesulfonamide 


1269 


-M- 


(R>4-Chloro-N-(5-chloro-2-fluorophcnyI)-N-[5-[N-(S)-[l-(carboxy)-3-methylbutyl]amino] 
1 -methy 1-5-oxopenty I]benzenesu 1 fonam ide 


1270 


MM 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N45-[N-(R)-[l-(carboxy)-2- 
mcthy Ipropy Ijamino]- 1 -methyl-5-oxopentyI]benzenesul fonam ide 


1271 




(R)-4-Chloro-N-(5-chIoro-2-fluorophenyl)-N-[5-[N-{R)-[l.(carboxy)-3-methylbutyl]amino] 
l-methyl-5-oxopentyl]benzenesulfonamide 


1272 




(R)-4-Chloro N-(5-chloro-2-fluorophenyl)-N-[l -mcthyI-6-(l ,l-dioxo-2-methyl-4- 
thiomorphoIinyI)-6-oxohexyl]benzenesuifonamide 


1273 




(R)-4-Chloro N-(5-chloro-2-fluoropheny l)-N-[ 1 -methyl-6-( 1 , 1 -dioxo-3 -methy 1-4- 
thtomorpholinyl)-6-oxohexyl]benzenesu1fonamide 


1274 




(R)-4-Chloro-N-(5-chloro-2-flourophcny l)-N-[ 1 -methyl-6-( 1 , 1 -dioxido-2-methyJ.4- 
thiomorhpolinyl)hexyl]benzenesul fonam ide 


1275 




(R)-4-Chloro-N-(5-chloro-2-flouropheny l>N-[ 1 -melhyl-6-( 1 . 1 -dioxido-3-methyl-4- 
thiomorhpoHnyl)hexyl]benzenesulfonamide 


1276 




(R)-4-Chloro.N-(2,5-difluorophenyl)-N-[l-[4-nuoro-2-[l-(2.melhyl-4- 
thiomorpholinyl)buianoyl]phenyl]ethyl]benzenesulfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


1277 


1 1 1 1 1 


(R)-4-Chloro-N-(2,5-difluorophenyl)-N-( 1 -[4-fluoro-2-l 1 -(1,1 -dioxo-2-methyl-4- 
thiomorpholinyl)buianoyl]phenyl]elhy!]benzenesulfonainide 


1278 


J 1 1 1 1 


(R)-4-ChIoro-N-(2,5-difluoropheny !)-N-[ 1 -{4-fluoro-2-( 1 -( 1 , 1 -dioxo-2-methyl-4- 
thioniOfpholinyl)butyl]phenyl]ethyl]benzenesuironamide 
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NUMBER 


COMPOUND 


ACTIVITY 


1289 




On cmw9i 

6 

1 

Cl 




1 M M 


1290 




OH C«MW 

o 




+ 


1291 




„x:x:iu,x„^o 

CI 




Mill 






1292 


c 
c 


Om cm*i 

,xx!a^ 






1293 






1294 




1 1 1 1 1 


1295 




M M 1 


1296 


o 




1297 


c 
c 






1 M t 1 
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++ 
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+ 
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++ 
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++ 
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+ 
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+ 
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1321 


>■ 


++ 


1322 




+ 


1323 




+ 


1324 
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NUMBER 
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1338 


. 0 


++ 


1339 




++ 
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++ 
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Inspection of the extensive dates presented in the preceding Table reveals that a wide variety of 
compounds of the generic formula provided herein display activity in an in vitro cell-based assay. 

While the invention has been described in detail with reference to certain preferred 
embodiments thereof, it will be understood that modifications and variations are within the spirit and 
scope of that which is described and claimed. 
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WHAT IS CLAIMED IS: 

1 . A compound having the structure: 

D ,G 
C o 

S— J 
E O 

5 and pharmaceutically accq^table salts thereof, wherein: 

D is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, halogen, alkoxyl, ester, amide, or 

D and G, taken together, form a substituted or unsubstituted cyclic moiety; and 

E, is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
10 heterocycle optionally having one or more double bonds, alkoxyl, amide, sulfonyl, sulfonamidyl, 
sulfide or alkoxyl; or 

J and E, taken together, form a substituted or unsubstituted cyclic moiety; and 

G, when not part of a cyclic moiety including D, is substituted or unsubstituted hydrocarbyl, 
substituted or unsubstituted heterocycle optionally having one or more double bonds, amine, amide, 
1 5 ester, ether or carbamate; or 

J, when not part of a cyclic moiety including E, is substituted or unsubstituted hydrocarbyl, 
heterocycle optionally having one or more double bonds. 



2. The compound of claim 1, wherein: 
20 D is H or lower alkyl; 

E, G and J are independently substituted or unsubstituted aromatic. 

3. The compound of claim 1, wherein: 

E, G and J are independently substituted or unsubstituted 5-, 6- or 7-membered 
25 aromatic. 

4. The compound of claim 3, wherein: 

E, G and J are independently substituted or unsubstituted aryl. 
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The compound of claim 4 wherein: 

substituent(s) on E is(are) independently substituted or unsubstituted alkyl, halogen, 
hydroxy, ester, -S-alkyl, NO2 or SO2; 

substituent(s) on G is(are) independently substituted or unsubstituted alkyl, alkenyl, 
alkynyl, cycloalkyl, halogen, amide, amine, hydroxy, sulfonyl, sulfonamide, 
-(CH2)„-0-(CH2Vamine, .(CH2)„-0-(CH2)m-heterocycle, or .(CH2)„-0-(CH2)n,-amide, 
wherein n and m are independently 0, 1, 2, 3, 4 or 5; and 

substituent(s) on J is (are) independently substituted or unsubstituted alkyl, halogen, 
ether, -S-alkyl, or -S-aryl. 

The compound of claim 5, wherein: 

substituent(s) on E and J is (are) halogen; and 
substituent(s) on G is (are) halogen and/or substituted alkyl. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted polycyclic radical. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted alkyl, alkenyl or alkynyl. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is substituted or unsubstituted aryl; and 

J is substituted or unsubstituted heterocycle optionally having or more double bonds. 
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10. The compound of claim 1, wherein: 
D is H or lower alkyi; 
G is substituted or unsubstituted aryl; 

E and J, taken together, form a substituted or unsubstituted bicyclic or polycyclic 
moiety. 



1 1 . The compound of claim 1 , wherein: 
D is H or lower alkyl; 

E is substituted or unsubstituted alkyl, alkenyl, or alkynyl; 
10 G is substituted or unsubstituted aryl; and 

J is substituted or unsubstituted aryl. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 

E is substituted or unsubstituted cycloalkyl, cycloalkenyl, or cycloalkynyl; 
G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted aryl. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 

E is substituted or unsubstituted polycyclic radical; 
G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted aryl. 

25 14. The compound of claim 1 , wherein: 
D is H or lower alkyl; 

E is substituted or unsubstituted heterocycle optionally having one or more double 
bonds; 

G is substituted or unsubstituted aryl; and 
30 J is substituted or unsubstituted aryl. 

15. The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
35 G is substituted or unsubstituted alkyl, alkenyl and alkynyl; and 

J is substituted or unsubstituted aryl. 



12. 

15 



13. 

20 
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16. The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 

G is substituted or unsubstituted cycloalkyl, cycloalkenyl or cycloalkynyl; 
J is substituted or unsubstituted aryl. 



17. The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
10 G is ester or carboxylate; 

J is substituted or unsubstituted aryl. 



1 8. The compound of claim 1 , wherein: 
D is H or lower alkyl; 
15 E is substituted or unsubstituted aryl; 

J is substituted or unsubstituted aryl; and 
G is substituted or unsubstituted polycyclic radical. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is -(CHR,)n-0-(CHR2)m-CONR3R4, wherein 
n is 1, 2, 3 or 4; 
m is 0, 1, 2, 3 or 4; 

Ri and R2 are independently H, or substituted or unsubstituted alkyl; 
R3 and R4 are independently H, substituted or unsubstituted alkyl; 

or R3 and R4 cooperate to form a substituted or unsubstituted cyclic 
moiety; and 
J is substituted or unsubstituted aryl. 

20. A composition comprising a compound according to claim 1 in a pharmaceutically acceptable 
carrier therefor. 



19. 



20 



25 



21 . A method of modulating the level of Amyloid Beta Precursor Protein (APP), said method 
35 comprising contacting said protein with at least one compound according to claim 1 . 
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22. A method according to claim 21, wherein said APP is APP751, APP695wt, APVsiofeii. 
APP670/67I/7I7, sAPP, a-sAPP, or p-sAPP. 

23. A method for treating disease conditions, said method comprising administering to a patient 
having a disease condition a therapeutically effective amount of at least one compound according to 
claim 1. 

24. A method according to claim 23, wherein said disease condition is amyloid angiopathy, 
cerebral amyloid angiopathy, systemic amyloidosis, an Alzheimer's disease, hereditary cerebral 
hemorrhage with amyloidosis of the Dutch type, inclusion body myositis, and Down's syndrome. 



25, A method for preventing disease conditions in a subject at risk thereof, said method comprising 
administering to said subject a therapeutically effective amount of at least one compound according to 
claim 1. 

10 26. A method for treating a subject in need thereof to decrease production of Ap, said method 
comprising administering to said subject an effective amount of the compound according to claim 1. 



5 
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